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[Mt&] mm* 

im^tm i ] an >mm^f^- k t mf 

tt4ismo?&^Jo 

[If 7 ] h M'fb^i^t: h M^b#23-57-137-l^L#-eab £ > Iff^S 6 

ir&mn* a^fcta^ #c#n • a ttmiiigL k r *• i— y * & nag-*- 
8 famo^o 

WW] 

[0 0 0 1] 

#fPJt*. HI^JKIft^^VHa^^K (Parathyroid hormone related pr 
otein (PTHrP) ) b*<D&m>£<om4t*m*'tZ*l'tt*irtf* 4fc#JE • §*c#l*I 

[0 0 0 2] 
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IlJ¥W*^^>M^^ K (Parathyroid Horaone related Peptide, 
T TPlHrPj tv^ e ) mttM0^#^^^^v^AjflL^tci3V^T, MM 

f t"^* ^ Afff t^^lt ^> i t la ^ ®OTi<7)i^#^v^AlfiL# (Hu 
moral hypercalcemia of malignancy. J^T THHMJ t^Oo ) £l!lj^<5>o 
[0 0 0 3] 

PTHrPf±, m*?mmmMx*mtkzft2>tei)\ *wwm, mm, 

[0 0 0 4] 

piHrPt±, mmvfrit - ■mmvmm, ^mm^mm., mmmij^zy^^mm^ 

t WH^fc-f ^PTH/PTHrP^:##:lCPTHrP^^ L> v ^ >H£3t 

[0 0 0 5] 

-is, mM^hi±vmT?iimm^m^hm±mK^nx<Dm^mm(o^\:^n 

^#^m3*5i:lf4#BS) o 
[0 0 0 6] 

z<Dnwt^&^mz&it&itk^mm<vftm<D**-XAtLx, r*° 
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[0 0 0 7] 

^«rt0^i-Sv^^;V^K-e % Bcl-2«^7mHrPJW3?f-OTaEJCffi1lU. PT 

) o 

[0 0 0 8] 

^MO^ti> ^V- KI*II<a»^liJfcl£6<l&v* (5^£^65%) too, ^ 
[0 0 0 9] 

[0 0 10] 

[#sram i ] 

#H§¥1 1 -8 0 0 2 5-^-<2r^ 

Emw&m. i ] 

Burtis, W. J. Clin. Chem. 1992; 38:p2171-2183 

wmmcm 2 ] 

Stewart, A. F. & Broadus, A. E. J. Clin. Endocrinol. 1991; 71:pl410-14 
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[#4Mtd»3l 

NakaseT. , et al., Histochem. Cell Biol. 2001; 116:p277-284 
SudaN. , et al., Oral Dis. 1997; 3:p229-231 

mmwxm 5 1 

FamumC.E. , et al., Am. J. Anat. 1989; 186:p346-358 
Lewinson D. , et al., Anat. Rec. 1992; 233:p504-514 

umwFxm. 7 ] 

AmlingM., et al., J. Cell Biol. 1997; 136:p205-213 

AmlingM., et al., Verh. Dtsch. Ges. Pathol. 1998; 82:pl60-169 

WW** 9] 
Bovee J.V. , et al., Lab. Invest. 2000; 80:pl925-1934 

[mZWFXM. 1 0 ] 
Sato et al, J. bone & Mine. Res. 1993; 8:p849-860 

[0 0 11] 

[0 0 12] 

[mm «r flf&l" ZfcXXD 

[0 0 13] 



£HIIE# 2003-3079275 



#M 2002-334081 



^-v : 5/ 



\>XT<D (1) - (9) £«trt* 0 
( 1 ) MU ¥ Jfctt* > K * t Ogf#«r & ^SC £ 

±ia (D ib«co^«»Jo 

(3) »K^II¥^*^*>na^rf-Kt3it#-e**, ±13 (i) 

-c*>2>±m (i) iamor&^jo 

(5) tm&*S?u-i'n,tf l jb'f*$>2>, ±|2 (3) 3Ui (4) SffiRoi&SBW 

o 

(6) #Lto&*fc MMtXte3r^ 7ltZtitzi><DX*&Z>, _hffi (3) Xf± (4) 

(7) t hfflfldRifr^ls hMft#23-57-137-l^#T&&, ±Ifi (6) ffifc<7>?6 

(9) %®^mi<J¥W*;v^>MiS^^KfcL#-e^)^, ±fB (8) |B*0 

[0 0 14] 

1 . • «fc#ftffif639fi« 

I!)¥^^*^^^P^^^ K (Parathyroid hormone related pr 
otein:FIHrP) t*<D&mfo (PTHrP^##:) fc Ojfe^fc Mi" &%Jt 

[0 0 15] 

OHS:tl*t4o (chondroma) J tit, mt\zfritit&*mm& 
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frhSiCZEk.wmm-?, #o«ub* rt*»M. twi^Lt 

It (chondrosarcoma) J fc t±. 4fc#«Bfl&fc&3fc^&B1&l*"e> #<Z>»fM>fflSfc3& 
[0 0 16] 

*Wm**te&\,*X^ rFfflrP^g^fcJ tl±, fiJx.tf#^¥6-506598-^<&#^ 
[0 0 17] 

Sfc. rPTHrP t YmrV^mi^ t <D ^ £ PI«-t & I? J fct±. PTHrPfcift'frl- 
& £ J: i) , PTHrP**PTHrP£##: It^l" & £ * lfi«-f & $7®, ££>\ PTHr 
P^##^^-T^> it^i^ PTHrP^TfflrP^:##t^-r^> CI fc 

mmrmm*, ttz, mm^mm-r^MtLxa, m *. im^p^m-m-n-r 

Z>T>?=f-Xh (PTHrPT V^^fHi/^) y^W^&o 
[0 0 18] 

fflfi r8iPTHrP8i#J f±, FIHrPlC^L-cm^5HS^»J1-^>^*^^ri-^> % 

fc>&v> 0 mfflrmrmfctLxit, w&&Kvmiffi&. mm* (W096/33735 

U K - ^#23-57-137-1 IZX-oX ZtlZ> ifrfc (#23-57-137-1^) ) &&&& 
[0 0 19] 
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(±> tflixJ^ #M¥7-165790-^-<2r^ #^¥5-509098^<2r^ Peptides (UNITED 
STATES) 1995, 16 (6) 1031-1037. Biochemistry (UNITED STATES) Apr. 281992 
, 31 (16) 4026-4033^ KfEfcO. PTHrPT >9 =f~* YWsnZ^Ct&tfV ^7?- 

^ 1^, jm, JfASttfctfV^T^Kfc, |^^PTHrPT>-*=f~x h^f4 
#f&^PTHrPT^*=f;=.* hK<&ttiZ>o 
^m<D rPTHrP t PTHrP^# t<Dfa£* £ « J ^M^^ija: 
LT^PTHrm#:^ov^-cm^i-^ o 

[0 0 2 0] 
1-1 ^PTHrP#L#: 
^^tr^ffl^tt^iiLPTHrP^ii, ^O^^iB^r^ 1 ; ^ a-:r-;K5U± 

[0 0 2 1] 

fz^^KX t)M£.Ztt2> ^(DffitiztL&o Z.fLb(D^m\t^ PTHrPfc^1-^i 
t K X *) . PTHrP^^PTH/PTHrP^^^^^i- Z> CI £ £ll#LTPTHrP<7^>^;i' 
feSI^itiffU PTHrP^^^K;ffitt=lrEl:-r^ii:^T'§^o 
[0 0 2 2] 

&ffifaO$Hg&#!)£: LT. 08x.WT;W 7 V K-v^ n #23-57-137 
-IK J: *9 m&m£#23-57-137-lffi#^£W £ CI & 0 

'W^j K-^^n->#23-57-137-l W\ mouse-mouse hybridoma #23 
-57-137-1 fcLT. M^tT^W^ (3fctt*o < \£ 

Ttrm lTBl#3f) K> 8^8115 B#T% FERM BP-5631 1 Lt7*^ 

[0 0 2 3] 
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1-2 ^i^^n-v 

a - ;v & ^^iJ-^vm-i:(:io -Cfpt£-e § & 0 

[0 0 2 4] 

foWm%<OBfttftW.t LTmmZti&t hPTHrP(i> Suva, L. J. et al., Sci 
ence (1987) 237, 893&£|B:^£ frfcPTHrP&^/T * 7 MEW 

[0 0 2 5] 

SfftfiMt LTli, litrfEPTHrP*>/^|C<7>^\ PTHrPON*$$<7)34'f0O^7 P 
[0 0 2 6] 

0 JLfl^tcti, ^fp^^rPBS (Phosphate-Buffered Saline) 

ErSfc-fc *K aurora 'a^K Mii^n^v h 
^7yaA> h Srii**!^ • IMfeLfct>0«\ flilLHj^H4-21H^mm^ 

[0 0 2 7] 
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[0 0 2 81 

*f, P3 (P3x63Ag8. 653) (J. Immnol. (1979) 123, 1548-1550) . P3x63Ag8U.l 
(Current Topics in Microbiology and Immunology (1978) 81, 1-7) ^ NS-1 ( 

Kohler. G. and Milstein, C. Eur. J. Immunol. (1976) 6, 511-519) > MPC-11 
(Margulies. D. H.et al. , Cell (1976) 8, 405-415) „ SP2/0 (Shulman, M. e 

t al., Nature (1978) 276, 269-270) > F0 (de St. Groth, S. F. et al., J. 
Immunol. Methods (1980) 35, 1-21) , S194 (Trowbridge, I. S. J. Exp. Med 

. (1978) 148, 313-323) . R210 (Galfre, G. et al., Nature (1979) 277, 131 

-133) ^Ii:ftffl$fL* 0 
[0 0 2 9 J 

\i y <)V7,7-4 >b<Djjfe (Kohler. G. and Milstein, C. , Methods Enzymol. 
(1981) 73, 3-46) mzmCXfti Z ttf~C% Z> 0 
[0 0 3 0] 

-)v (peg) . t-yyj ^ j (hvj) m&tiimz*i, %\,zmwz&.*), 

[0 0 3 1] 

ft&MM tun- ~?mm t otemm&tt&iB; Kmfe-t a*-? § & e 

Kit, 5xn-Y»^LT^«^l-10lftf^ii:^$tv^ mffBlffl 

mmmmnmx&v), s&k, ^m^stm ores) momttifflLZttm-tzz. 

[0 0 3 2] 
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&u =f^37X:mmK-hn^LLtz?EGmm (#fl;L{£¥^T-*1000-6000;gJg) 

#30-60% (w/v) (DtikJg-emnL, m-&~f*Uf£^ 0 ZthKX*), gfi^fc-f^M 
[0 0 3 3] 

[0 0 3 4] 

t h#bifcjg&'N>f K-v£#& £ i: fcT-£ * (#<&¥l-59878^<2r# 

jWlft^e»PTHrPJC^*t htitflc^WbTfc (@BSW2fM#^W0 94/25585 
-5§-<2r#l> W0 93/12227 -^<2r#^ W0 92/03918 W0 94/02602 ^##RB) 

o 

[0 0 3 5] 
[0 0 3 6] 
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-fry v*-^*zfttm&m s &&m%W)mi-& J 3-Lxi%mz j £. *oiifcfc&*k 

[0 0 3 7] 

1-3 &^£lfet#: 

m&k.m%m-*m^Z>Z.}iffX^2> (0Ox.tf N Vandamme, A. M. et al., Eur. J 
. Biochem. (1990) 192, 767-775, 1990#J80 0 
[0 0 3 8] 

(V) ««*3-K*t-*mRNA*#«|-t*o mRNAO#g|{i, tetoWftm. Mxff, 
^T-2»jB*M£ (Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294 
-5299) > AGPCfe (Chomczynski, P.et al., Anal. Biochem. (1987) 162, 156-1 
59) mx-WULfz-gRNkfrh, mRNA Purification Kit (Pharmacia) L 
TlfHfc^tiSo QuickPrep mRNA Purification Kit (Pharmacia) 

[0 0 3 9] 

# ^ tLfcmRNA^ ^ £ ffl T^V^OcDNA £ ^J&1" & 0 cDN 
A<D£-Jj£li N AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (£ 

it^xmft) mzm^xfticttfx^&o ttz, cWk<D&mRz>*mmi^ 5*-a 

mpli FINDER RACE Kit (Clontech) RmCR*m^tz5' -MCEfe (Frohman, M. A. 
et al., Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002, Belyavsky, A. 
etal., Nucleic Acids Res. (1989) 17, 2919-2932) ^fc X «Mt? £ tW"t*% 

%> o 

[0 0 4 0] 
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&9n<v%&* *J-r**is*? \y^r^Y^x.y( >3>^jsfc 

[0 0 4 1] 

g ft! £ 1" & iiiPTHrPtrL#^VlIi^ * n - Ki" * DNA^# h fttz h . £ ti*mW:<V 
[0 0 4 2] 

if^?€TUv> (WO 94/11523 -^<2r##BS) o 
[0 0 4 3] 

(Ebert, K.M. et al., Bio/Technology (1994) 12, 699-702) 0 
[0 0 4 4] 

1 - 4 yifi^ t: hSHbtfrftO 

, fcMHb (Humanized) ^Mti^„ £^<^g£#i/f$:f±> JJHT^ft 
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[0 0 4 5] 
[0 0 4 6] 

fchM4fc#L#i±> UfltJfi (reshaped) h#u#£ li hJ^OPffLSb 

^!j£(fv^^t)L#:<0^B1i14^:^ < Rl^ (CDR; complementarity determining r 
egion) %K bj^O«ittfcl*i*NMItfe*.0*tl*t*o it Mft^ 
-jftWia^aifex.^ (&ffl#H s fflK'2rW#-^EP 125023-^2:*U WO 
96/02576 fc&cf v> Tfls*W & £ t &X § & 0 

[0 0 4 7] 

Mrfc&JKte, -?VXlfcfc<DCmb}z b 7 WA7"^fit (framework r 

egion ; FR) t fcSggr*-* «£ 9 Kf£ffLfcDNA@fl?!l£. CDR&tOTig#tf>5fc38^J* 

* C J: £ 0 „ BfgO h SKt#L#£#£ £ 1 § £ (EP 239400^r«U W0 
96/02576 -^2r##M) 0 
[0 0 4 8] 

tc^tt^>"7l/-A7-^^it<7)T5 y^^rS^tr^ (Sato, K.et al., Ca 
ncer Res. (1993) 53, 851-856) o 
[0 0 4 9] 

{fHSI-eti. C y l. C y 2. C r 3. C 7 4£, L^JiC/c, C A *%tm°t%> i fc^S 



tBSE# 2003-3079275 



mm 2002-334081 



14/ 



[0 0 5 0] 
[0 0 5 1] 

*%WWmx-Z2> bSWt LTte. bM^23-57-137-l^##W 
btl&o T£ h M<b#23-57-137-l*n;#:ii. ^ * * fi^O#23-57-137-l*?L#<7)^«tt 
&5c^it£. Lm^ov^Ttit: ht/b#HSU03868 (GEN-BANK, Deftos Mfc, Scand. 
J. Immunol., 39, 95-103, 1994) ffi^03o<^FRI|[fK- (FR1. FR2WFR3) 
fchSb#S25755 (NBRF-PDB) ffi^FRHrJf (FR4) Kjgft Lfc t <DX~$> •) > HSSfc 
ov^tlit h#L#S31679 (NBRF-PDB, Cuisinier AM£>, Eur. J. Immunol., 23, 
110-118, 1993) ©7V-A7-?titMU ^^^^1"^ i 7 K 

[0 0 5 2] 

t: hM<b#23-57-137-ltiL#:OLaiX{iHil^3- F-f &MA*&t?y°7 X 

<{fTUmiTS l#3^-) W8^8B 1 5BfTt% HlI&rJ-K-f&DNA* 
^-tf7°9^^ K^^i-^^c^T^) ^.Escherichia coli JM109 ( hMBClHcDNA/pU 
C19 ) Icov^TtiFERM BP-5629<b tt, Ul£ n - Kl-&DNA£^-tr:/7X ^ 
^1-*:fc»irc*&Escherichia coli JM109 ( hMBClLq A /pUC19) Kov*TttFE 
RM BP-5630i: LT> h^ti&o'§ ^ttWS^te^ ttTv^ 0 

[0 0 5 3] 

1 - 5 fofa^MW 

XSm-eWQ £ *L&jfofcW\ PTHrP^^ U PTHrPOittt* KL*-f* f 0 > 
t/L^ifitZti^O^^aboTfe 0flx.lf, jfrffcOBr/t*: LTtt. Fab 
, F(ab'^ Fv, XtiH^L<{iL0OFvSr^* i ;>^-"e^$^'>>'^ 
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^f-i-r >fv (scFv) ^w^tL^> 0 mmfrte, fafczmm, wu&w<<*, 
u ztizs&n^? 9 -ctAL/:^ Mm^m^.mmxmm^^txim-r^ ( 

^JxJ^ Co, M.S. et al., J. Immunol. (1994) 152, 2968-2976. Better, M. & 
Horwitz, A. H. Methods in Enzymology (1989) 178, 476-496, Academic Pres 
s, Inc. . Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 4 
76-496, Academic Press, Inc. > Lamoyi, E. , Methods in Enzymology (1989) 1 
21, 652-663> Rousseaux, J. et al., Methods in Enzymology (1989) 121, 66 
3-669, Bird, R. E. et al., TIBTECH (1991) 9, 132-137#flS) o 
[0 0 5 4] 

mifiscFvf±. fofc'Dmmm&tLmwMtzMi&i'f&ztKz v)ftt>ti& 0 z 
<7?scFv^^v>t, nmmi&tLmym&te, y 1 1 < i±^7^- kd 

~-%fi-LXMffi-£jn2> (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S. A 
. (1988) 85, 5879-5883) 0 sdtote&W&WlVffi$lJ&&lMyffl&te> aMBUMffc 

7* K-V V*-fcttl±, Mx. \iT ^ J mi2-19^ft^ h & 2>&1lZ<D—*f&'<7 

[0 0 5 5] 

* h7 t 7j~*-n*m ^ TPCRitipi l 7t^, kt/* 
? -r -r-nzm^xmrn-tz £ t k * $ *i* 0 

[0 0 5 6] 

uHt, — B.scFv£n- VTZimWftmztLZt^ ZfibZ^lr&^M 
ttf*T'£&o ^ tt, £0«±«rMv^ifcK:j: *K 1T& i:|oT scFv£# & £ 
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[0 0 5 7] ' 
[0 0 5 8] 

m$im&M%dtLXli, (PEG) 
[0 0 5 9] 

[0 0 6 0] 
[0 0 6 1] 

{i\ K (pBR322, pBR325, pUC18, pUC119, pTrcHis, pBlu 

eBacHis ^) , AT r - v^^ffl £> *l;z> 0 
[0 0 6 2] 

-£&tf*U;F&£>&v> 0 trn^-^-tU(t MxJdflaczT'n^e-*-, araB 
- Sr^if & it^lSo laczyn^-* - &«J81-**fr£J±Ward<b 
(Nature (1098) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) izX J? 
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, ab^vMiaraByn^-^-^^ffli-^^fiBetter^O^ (Science (1988 
) 240, 1041-1043) K i 1? & ^ t # "C § & o 

[0 0 6 3] 

j#£-e&*U2\ pelBv^^;VK^!l (Lei, S. P. et al J. Bacterid. (1987) 16 
9, 4379 ) *fflv*jH«rj:v»o 7? ttffifcte. frMVtz^ 

ffifrO*»*»#fcft*itLT (refold) ttffi-tfco 
[0 0 6 4] 

[0 0 6 5] 

»*l<m\ *»wrM!effl$*t*tt;#tt. uiiL^«> Mx.{?cho, cos. 

n-v. BHK. Vero> HeLa*fflJ3aftM§^$ Kh 0 

, SV 40. v«> -f Tf/-)^^, ^~>/N°t:n-T^ (BPV 

[0 0 6 6] 

2f n <i JVX^^-fu^ — ^ — /:r. -9-— ( human cytomegalovirus immed 
iate early promoter/enhancer) & «1 bffX*^ & 0 

[0 0 6 7] 

T>^^;V^40 (SV 40) ffO^'f^T'D^-^A^^" &&v>ti 

thxo^->3>77^^-Ifl (HEF1 a ) ^ouifLmma*o-/n^- 
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[0 0 6 8] 

mffSSV 40^n*-^-/i^^5/-ij— Sr^i-^>#^(iMulliganib0^ii (N 
ature (1979) 277, 108) K£*), *Jz, HEF1 a -fU*-9-/x.y>sW- £ 
^ffl-t-S^tiMizushima^O^ (Nucleic Acids Res. (1990) 18, 5322) K 

[0 0 6 9] 

^7x7-t* (APH) flHS^ • *? (TK) TTJ*sVTT 

(ADH) JMST, A^f V ^ y >B*X * f 7 >^ 7 x 7 -b* (HPH) 
flHzc^ vt:Kn^m«7G^# (dhfr) iHSi^fc^tf i ttfXZ 2>o 
[0 0 7 0] 

J&Mm&Ztlfc^BMte, in vitroXtiin vivo-e^#tT, m&)t-?Z>m 

mWLtLXii, DMEM, MEM. RPMI1640. IMDM&^ffi1-& Z t . !&3S-C**i 

tf, CTfLfc^J&JBllL* (PCS) ^>JfiL»ffiifc£#ffiLTfc £v\, 

[0 0 7 1] 
1 - 7 tfL#:<7)^l> *&» 

A7J7A^IV^*7A-e^)S> Hyper D> P0R0S. Sepharose F. F. (Pharmac ia) 

mwmfbfr&o *<om> m-^<o^>^^Mxmm^fix^^m, %nw?&* 

fty^fc-^S £ t K£ «9 . #L#*fl*Sk ffiSt^ £ fc^T^ (Antibodies A L 
aboratory Manual. Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 
1988) o 

[0 0 7 2] 
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1 - 8 %m<n>ft®L<Dmn 

;fc^95^£ffi£*L&ffi#03^|£-^tt (Antibodies A Laboratory Manual. 
Ed Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) ^ V Jf> KV 
•feT'^-M^ISWStt (Harada, A. et al., International Immunology (1993 

) 5, 681-690) (Dmfcfcte&za^&zmm-fzzttfx^&o 

[0 0 7 3] 

sa (mm^^m&.mm^.m . eia mmn^m^m . ria mmmmm 

FfflrP (1-34) ^3-fr/^Lf:-/Wh^ trLPTHrP^ £ 

t -?in,mm&%i®. £ wm~t & z t § & 0 

[0 0 7 4] 

1 - 9 ^UmRXJ^MM 

M-^Mm, mBL&^Mw. (M£{»»> ?v-&m) > mmmmmmm^M 

[0 0 7 5] 

^mxvmmM^zh&^mte, -ii^oi^fiikg&f^o.ooimg & 

^lOOOmg^fEHtfM^tL^o ^v^ti, B^-ab^^O.Ol-lOOOOOmg/bodyOiSffl 

mSE# 2003-3079275 



!&m 2002-334081 



^- 5? : 20/ 



[0 0 7 6] 
[0 0 7 7] 

Vct&Z- tifiX § (Remington's Pharmaceutical Science, latest edition, Ma 
rk Publishing Company, Easton,*S) . BHWKS^S *L£g#*i!M&&# 

[0 0 7 8] 

•^HJ^A^ ^f>, ^f-^-b^n — xf^-t^n-^, 9 1? 2* 

„ T 7 fc? T 3* A > #W>\ #iJifV>^'J n-;K v^U-teW. ^ 

;k ^fTV/S, bito.ttT;v7*^ > (hsa) , y;vtfh-^ 

[0 0 7 9] 

»U 7K^iMfi:^l> i*t^lR3iU»jhSa. Wx.{fTween80, TWeen 20, 
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[0 0 8 0] 
[0 0 8 1] 

[0 0 8 2] 

d*tt#W»J8[&«i: ttft £ hMtt#23-57-137-l^## 5 l^f 

[0 0 8 3] 
[H»J] 
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mmmi'} $®Ttemit<ow&mmmi& (htb-94) K*t-r*3b* 

1. SagfcfriS; 

i. i 

Mfe#I^Jffi^a HTB-94 (ATCC) (i, 10% FBS> L-$Ol/* 5 ^y'J > 
-7,M//l>7^y> (v^-ftL t> N GIBCO-BRL) fc-£tr ^/l"* y 3 3^*4 - 
Igite (DMEM) £JR»U 5%<X>2Si«*#T\ 37*Ct?^*LiSal$*^o 
[0 0 8 4] 

1. 2 MTHrP (l-34)tC#i"« "T^* ^y^D-t^^PS 

hPTHrPd-34 I PTHrP<7)l-34T 5 ^77- K) fc*j"t"&^.* 

•t/ ?u-1-)V%m (&T\ Tanti-PTHrP MoAbJ 2:V>?) ii x ^4 7*) K-v# 
#23-57-137-1 (FERMBP-563K #11^11-092500^^1) ^IlLfco fc*^ 

[0 0 8 5] 

i. 3 mo^t^ 

HTB-94*BJ& (1X10 4 cells/well in 100// L) (ianti-PTHrP MoAb (0, 10, 100 
, or 200 M g/ml) £^tfDMEMig«r?\ 2BW^>^~m WI&<0&ZfW3 
(viability) Premix WST-1 Cell Proliferation Assay Systm (SSit) 
«?ffHffiU?to MJIiaST^yy'J^Al (WST-1) OM7n^£0 

D450OitiP^ib^J6, *BI^##<D»«fcLfco 

RfCLt, anti-PTHrP MoAb«n2H# HUrte**'*— tf-3E&$&J DEV0-CH0 (2 
O^M (Calviochem) ) T«l/:at^v^^ ^O^ffrftSrMfi L*r 0 

[0 0 8 6] 
1. 4 >)x^r//nyfr/^ 

HTB-94»{*anti-PTHrP MoAb (0, 10, 30, 50, 100, 200/zg/ml) "C 2 0 
mLtZo mU JaiT03 7-y>type-X^Mi-^^-e(i, «Ufe«:S «=>K5H W 

(W7HIH) anti-PTHrP MoAb-C^SL^o ±Mmj&<?>&ffl1&temil t 
LT50yug) «\ 12%^Srfflv^SDS-PAGEtcJ:oT^«IU ^hnW-^ 
R (Bio-Rad Laboratories) ^"/n y y- << >^ Lfco 7tt y *>yLtzm*. 1/ 



ffiiE# 2003-3079275 



mm. 2002-334081 



^-v: 23/ 



, ^axfcWfc (fct>tw % Santa Cruz Biotechnology) . type X 

#L# (Calbiochem-Novabiochem Corporation) . 3fc tffc 1/1000 KfttflLtz 
* v (Amersham) fcHW^^fa^M/: 0 
[0 0 8 7] 

PARP (poly(ADP-ribose) polymerase) tt*ffl8&rt&3?Kfig?&»3RT?* «9 
, X X^~*£-3teZ(D?m<DtyW*mzto JifB^PARPifi#te> 116kDa®.r>*85Da 
£>PAKP7 9*\* > h *rB*"t&^ 25kDa079^ > b «®«L*v^#:-C* 

[0 0 8 8] 

^ttiiti. ECL7^*^ ~y~?UT 4 V^tili^^tA (Amersham) ^rfflV^T^f o . 
fc 0 #7*ny Hi. ^h\zjfcp-T (Santa Cruz Biotechnology) & 

[0 0 8 9] 

1. 5 ftSB6HI8tf&£ 

i) ^7-y> type mfc*m^izwft 

-fagmmt^l*. histofine SAB-P0 kit (•=.?■ W) *m^X, XYUt'YT 

* 9 >f K±T?50% ^ > 7 ^ ^ > & 2> 4 t?j§ft U ant i-PTHrP MoAb (0, 10, 
100, or 200//g/ml) -CjHILT^ «b ^7H TO^Lfco «(i3%H 2 02 
^ ^y-^i:#Lt, ftHft/*/i/:t-*S'^--tfflft£&7*n?* u PBS(pH7.2) 
TifeifM&» ^"^/^^vK^f/h^t^^ Mfi*oi0%jEML?# (— 
trt#:) fc'g-frPBSTT'tt y ? U ^7-y> type Wm tti>\z 

^;v**~>^~ Vffi&x YVy'YT^-Jy (-^-W) tHW>^^-h 

Lfc„ tftK, 3, 3-diaminobenzidine tetrahydrochloride(DAB)l£3i (Doj indo 
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OO^^T^^mm^^fofCo |g*^lll4l:^to 
2) TUNEUfefe 

Apoptag Peroxidase Kit (Intergen Company) £Jlv*TTUim^fe£fro7to 
1-**)*)^ HTB-94» (0, 10, 100, or 200^g/ml) Sranti-PTHrP MoAb*T?2H ffl 
<D$m&, 0.3%H 2 02^-^tf > 9 / -/l/^20$frWH&«U *3ifJ2 * Kb7 
>^7i9->lf (TdT) /^y7r-<}\ MS"ei5^¥#-fbL^o ^CV^\ 
^TdTRjSm^ (TdTi#^+ 9 J* * is?~ ^-ll-dUDP^^dATP) 1 1 i> H37°C, 

3053^ btfco «iiDAB-e^-fe^ W-V-O 

^Th^vV^-em^feU 200^. 40Oj^O f 600i§<7)^T^«^ll^^^f 
o/; 0 je*%l2I5 ^i" 0 

[0 0 9 0] 
1. 6 RT-PCR 

HTB-94« (MM, ^t^lOOyug/ml ant i-PTHrP MoAb2 B ffl%m) /^<bIS0GEN& 
fflv>T^RNA£**ffi Lfz 0 cDNAfi, ^RNA2// g^tr^tJ J: *9 > (01)12-187^ 
-^Superscript II ^^USt (GIBC0 BRL) 200 units£fflV*T37 t C, 6 

cDNAOPCRti, Ready-to-Go PCR beads (Pharmacia) , t: hBcl-2, 

Bax^ Ihh, ColX («1) , %.V?p-T ? ^sW^m*?*? 4 t- 08-12. 5pmol) *M 

human Bel -2 (PCRM^J 235bp) 

sense: 5' -CAGATGCACC TGACGCCCTT-3* (E?U##76) 

ant i sense: S'-CCCAGCCGTG GTTATCCTGGA-3' (E#l#-i§-77) 

human Bax (PCRjg^224bp) 

sense: 5' -GTCCACCAAG AAGCTGAGCG-3' (E?0#^78) 
antisense: 3'-TTGGTGCACA GGGCCTTGAG-3' (Se^!j#-^79) 
human Collagen type X (PCRjl%288bp) 
sense: 5* -CAGGAAAACC AGGTCTCGAT G-3' (E#l#^80) 
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antisense: 3'-TTGAGGCCCT TAGTTGCTAT G-3' (mm^Sl) 
human Collage type II (PCR0tJ351bp) 

sense: 5' -AGAGTGCTGC CCCATCTGCC CAACTGACCT-3' (@E?iJ##82) 
antisense: 3' -CATTACTCCC AACTGGGCGC CACCAGCCTT-3' (@B^J#-^83) 
human £ -act in: PCRj^%320bp 

sense: 5' -CGGACTCGTC ATACTCCTGC TT-3' (SB^J#-^84) 
antisense: 3' -CACTCTTCCA GCCTTCCTTC C-3' (§£^0^^*85) 

i#i|ig{i> Perkin-Elmer/Cetus DNA Thermal Cycler (SM^t) *m^T, 94V 
\ 0.5#; 55r, 0.5^; 72V, 0. 555*£#30^M ^ ;K *#JF#ftjRJo : 72V, 755> 

*#«bft£PCRjt% (10^ L) it, 4%Ttfv-AYfl'*'T?W$mML^ x-^-Vv 

[0 0 9 1] 

1. 7 DNA 7 9^*^ > 

HTB-94M (1X107) anti-PTHrP MoAb (0, 10, £0*200// g/ml) -e2HW 

JBlLfc«, PBST?Sfe*£U Apopladder Ex 3r y h WMUt) «rfflv>-CDNASr#fll 

x*/-;Wfc«3^fco ifc«LfcDNAttat'k (12,000g, lOmin) 80%^ 
[0 0 9 2] 

2. 

2. i mm&fcffij 

HTB-94«0>fe^^{±anti-PTHrP HotonmBtmfMtem&Ztilz (HID 
o lf-30#^fi<Iffi#^J-eabSs DEVD-CH05± N £?>anti-PTHrP MoA 



tBfE# 2003-3079275 



#M 2002-334081 



^-v ! 26/ 



[0 0 9 3] 

2. 2 ^xX^^y/n^tr^^ 

a) PARP<7)85kDa<7)-7 7^^ > Hi* Anti-PTHrP MoAbML/cHTB-94lttT^ijft 
i&fr^-M (O 77^>> ^t>T^ K*£I& £ C fi h tePARPco g 3*#j§|^ £ 

b ) yn^^A'- *f-3 (35kDa) i> ^ffl $ *^ ^ ffi jfc&oant i -PTHrP MoAb (10 
O&l^OO/i g/ml) ^MBJ3tt?{iM^LTV^c 0 -T*U±, ant i -PTHrP MoAb#k3M 

-2> o 

c) Bcl-2l±. anti-PTHrP MoAb<75mjK^Jni-^)^otLTm^L^o 

d) Baxf*. anti-mrP MoAb^^E^^Pi"-5>^'^^"C^nU^o 

e) rr ^ -retype Xti, Anti-PTHrP MoAb^a«^^^S<7)«i *9 
<, anti-PTHrP MoAb 50^ g/ml^Etft^-C&o tz Q 

f) /?-t^vj^ v^i 2 tLom-e : ^>l&m»^'i5^^^^^^^^o 

[0 0 9 4] 

2. 3 &^*BM^ 

1) jfin^-^type Wm*j%^tzftffi 
^fe^tt/iHTB-94m^)«!l^iianti-PTHrP MoAbO#^#fi^^lit)nL^o Ant 

i -PTHrP MoAb HS^R) A<^L7t«^<^ 

hfitz (HI4) o lfc#«{^^mtf^ott-ciE^:t> £<aflB;*;L£ifc##ffljfe 
-etin^-^Vtype XO^^iUv^ ii^^l^S ttTV^ Q tot, Jtffi<7) 
HTB-94«c0^t^anti-PTHrP MoAbM^i o T<£*I S *wt £ t 

1-o 

2 ) TUNEUfe'fe 

&fe^3fefe£*L£HTB-94«fi, T^h-y^^^Uat^^o 
^glJgii, anti-PTHrP MoAb^E^^^»nL7^o ttz, Anti-PTHrP MoAb^S 
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HTB-94#fflJI& <0 T *° y - ~> * **ant i -PTHrP MoAb^fcS ^ <£o Tl&i £ *Lfc CL fc a* 
-To 

[0 0 9 5] 

2. 4 RT-PCR 

Bcl-2<0!&3g*teanti-FIHrP MoAb^tS^ X <=> XWJ?L?z<D\Ztt U Baxh 3 9 
-yvtype II©MIIiiiinl/:o n 9-**^ type lit j8-7^f>OMl 

[0 0 9 6] 

2. 5 mk-7 7 7*y\>Tv*.4 

10 ^ g/ml&O^OOyu g/ml <7>anti-PTHrP MoAb#kS L T # h - K 

[0 0 9 7] 

3. #H 

J2U:<0ife:f: i >9 ^ anti-PTHrP MoAWMK £ o (DfrfoRTfT *° b 

- ~> 7. Ztt&Zt &$m. £ frfco CI <^^b^{±> ant i-PTHrP MoAb^#M 

T *° h - V * T? fi „ f&tt<b $*Lfc -fe*-3rt 5 \ PARP?) J: ? ftftHflggift 

„ ±|B*t*li> anti-PTHrP lloAb^l-2/BaxXl^*^^--tf-3^*£tt«5T* b - 

v x * l -c > m3-9mm<omm * & ^ t * &m-r %> %> <d -e$> %> « 

[0 0 9 8] 

C##08 1 ] tfCPTHrP (1-34) ^^^^y^n^t ;V#vfM&^ W ^ 'J K-v 

t h PTHrP (1-34) & * J V n - f - )V$mMfk' 4 "7 V K - ^#23-57-154 
£0*823-57-137-1 tt„ J&T<Oii*)tf£ftLfc (Sato, K. et al., J. Bone Miner. 
Res. 8, 849-860, 1993) 0 > PTHrP (1-34) <DT S J WmWm^^l 

[0 0 9 9] 
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LXmmi-ZfztbK. FTHrP(l-34) (Peninsula m b**VT-9 
yj*9-Q%>Z>*yj n^n/'J 5 K (Dojinn) SriE^Tf^Lfco 

^jutruyv Vi:^LfcPTHrP(l-34)^^t> * W^fltJgi: Ut 2 jug/m 
lh^^>i^^PS^L^> 7n^f>h7^A'>f (Difco)h 1 : lti^U 

*}100 /* g*lllUftftLfco *J®fc«W\ 7nr/h^T^ry>?:fflv\ 

[0 10 0] 

^ltPTHrP(l-34)=Srm-^L, tt<&flm*W5£Lfco tt#fliO-h#U^^^Oft 
[0101] 

vjffll!a«cP3x63Ag8U. 1 £50%*° y jc?- !✓> ^ 'J a -^OOOfcJBv^Hr&lCtfco T 
tti^Lfco WJfeM^UfcHUfe* 2 X104/^ i ;K^jfflJia8feT?85*fcO96^:7 p V 

[0 10 2] 

*±m^@^mA^^TPrarPEIttiL#^^ : &i. I J^ LM8l-t& ZtK£*)ft<? 
fzo mtto&&m<DU&hix1z?:frh'^'7V K-^*laIJRU 15%FCS*^ 
trRPMI-1640 ^tcOPI-supplement (Sigma) SrffiiDLfcJ&ttfcJRiB U l&lt 1 ^ 
SfclCT'W/y K-voJ^— <k*HJfeb7to FIHrP(l-34) t Ott^lfeoaiv^ n 
->#23-57-154 £ ^#23-57-137-1 *#fc 0 
[0 10 3] 

;\/f/iJ J>*-7^n - >#23-57-137-l ti, mouse-mouse hybridoma #23 
-57-137-1 tit, mH^«^W^ &W&m**t*>9- «^<IJ 
TtflClTB 1#3-^) fc, ¥^8^8^ 1 5BC> FERM BP-5631i: LTr^T, 
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h 0km § mm^tt $ fix 0 

[0 10 4] 

2] PTHrP (1-34) K^t* & ^*^^n-^- ^^^K^V^Jt =Sr 
n - K1-^DNA<7) ? n - - > jr 

\L \ FIHrP (1-34) Kftt 2>-??7.*=J ?u-1r ;v£vf£#23-57-137-l O uS^Zffim 
Kl-&DNA£^ftKLT^n-->^Lfco 

(1) mRNA<£>Mll 

^4*7"*) K— ^#23-57-137-1 7^£><7>mRNA£ Quick Prep mRNA Purification Ki 
t (Pharmacia Biotechtt) tjfiioTWLfc. K — ^#23-57-137-1 <Dm 

n&*$&Bs*y ?T- t^C^t^t^XU ^r'^^^i:^, oligo 
(dT) -Cellulose Spun Column KTmRNASrHNRU ^ -)\/TCkM*& £&o/i 

[0 10 5] 

(2) v**H$KV«#«:3 - Kf ^itte^OcDNA^fiS^iie 
( i ) #23-57-137-1 tiL#H#IV^itcDNA^ ?n-->^ 

h PTHrP -T^^y ^n-^/VtfWf^HOVtW**:*- K-taflHST- 
O^tt — — N 5' -RACE'S (Frohman, M. A. et al., Proc. Natl. Acad. Sc 
i. USA, 85, 8998-9002, 1988; Belyavsky, A. et al., Nucleic Acids" Res. 17 
, 2919-2932, 1989) \z£ tyffofco 5'-RACE^tC{i5'-Ampli FINDER RACE kit ( 
CL0NETECm±) &fl§v» N ISM^ttdp-y bifittOM^fcttoTfT ofc 0 cDNA^H-fife 

7>fv- (EyiJ#^l) «rffiv>fc 0 fr|BOJ:dtCfrP*lx^:inRNA*5j2/i g«r«l 
Hi:LTMHC2y9-fT-10pmole &#D;U aJMe^BSR i: 52T\ 30#WRJ&$-#* 
£ K J: 1} cDNA^O^L^^tf o 7^ 0 
[0 10 6] 

6N NaOH -eENA£iHl;dc## (65^, 30#H) Ltz&, J -frftMlZ £• 9 c 
DNA^ffl^ L fc 0 T4RNAV 3?T — HXZ7W 6 B#F^ £iRT?l6B#IHRt&1-& £. t kz X 
i) > t fccDNAO 5 ' 5fc5gKAinpl i FINDER Anchor (@B^iJ#-t42) Lfz a 
ZthZmmt LXVCmzX tyn^-f ZtzHXO-?? <1 t trAnchci-/^ 
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(@E^iJ#-^ 2 ) ®.tWC-Gl 7 9 -f -7 - 3 ) (S. T. Jones, et al . , Bio 

technology, 9, 88, 1991) SHSfcffiLfco 
[0107] 

PCRM^i, -?-<7)50^ 1 ^HClOrnM Tris-HCl(pH8.3K 50mM KCK 0.25mM dNTPs( 
dATP, dGTP, dCTP, dTTPK 1.5 mM MgC12. 2.5 h OTaKaRa Taq (SM3I 

) „ lOpmole Anchor ^^HMHC-Giy^ ^-&r>*Ampli FINDER A 

nchor Sr^Ut L^cDNAO^M^ 1 fi 1 *^ir2> 0 50 ,« 1 OtiM 

miJto PCRiiThermal Cycler Model 480J(Perkin Elmer) £fflv\ 94*0 K 
T45#P*lk 60 < CICT45#^, 72tCt 2 ^W^ififit'M ? ;Vt?3O0^To fc Q 
[0 10 8] 

( i i) #23-57-137-1 %m\MSW$L<0 c DNA<£> * n - ~ > ^ 

> PTHrP tcMt-^^^X^/^n-i- ;V^«Vfi^ £3— K*$-& itfcT- 
<£>^n- — ^(i^ 5'-RACEfe (Frohman, M. A. et al., Proc. Natl. Acad. Sc 
i. USA 85, 8998-9002, 1988 ; Belyavsky, A. et al., Nucleic Acids Res. 17 
, 2919-2932, 1989) K <t ofco 5'-RACE^^ ii5'-Ampli Finder RACE Kit (CI 
onetech)£ffiv\ ^mtmt<r>^fK^tz 0 cDNA-£-J& Kl£JB 1" & fy 4 t-*± 
. oligo-dr/^^-lrfflV^o MfflOJ:dKpS£L£mRNA^ 
LToligo-dT"7°^-rv-^inx., ^©¥^i:52 , C. 30^£OS£^& £ i 
DcDNA^O^«g¥S:ffo^o 6N Na0H"CRNA & tiU^^M (65t\ 30#W) L/c^ 
N Jt^y-^ftRJCJ: OcDNAfcHHRLfco ^L^cDNA^5'^*^|fr|BAmpli FI 
NDER Anchor &T4RNA 1 ; ff-*£l*37X:-1? 6 B#Kk gi&t?16I5KIRJ&$*S £ t K 

[0 10 9] 

v^^LilAii^#HitO^@a^J^'bPCR-7 0 9^^-MLC (@B^J#-^4) fctfc 
ft"U 394 DNA/RNA Synthesizer (ABItt) ^fflv^T^L^o PCR?#m}±, *<01 
00 // 1 tHUO mM Tris-HCl (pH8.3) , 50mM KCK 0.25mM dNTPs (dATP, dGTP 
, dCTP, dTTP) > 1.5Mm MgC12 , 2.5 V<D AmpliTaq (PERKIN ELMER) > 

50pmole OAnchor*/? << , $LTf\zML (@g?!]#-^4) JZ.Tfka® 

li FINDER Anchor*^ LTtcDNA^aSfi^l ^ 1 fc^-T&o £Oigifcfc50 
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^ 1 <D$ltifo*±M Lfco PCRtiThermal Cycler Mode 1480J (Perkin Elmer) 

v\ 94 < C^-C45W, 60riCT45#^> 2 dfrmofilS'fr'f * ^t? 3 5 El 

[0 110] 

mmnZlfcLXVCmteZ ^sL^DNABlfrtf-^ 3%Nu Sieve GTGT^fn- 
X (FMC Bio. Products) £JBv>£7 #n -xr^m^t&K <fc ^JULfco H#IV 
HJih LT^550bp LllV^i: LT&>550bp SODNA8ff^£^r1-& T #n 
-^Jt^W^K GENECLEAN II Kit(BI0101) fcfflv^ 3f y >^#<7)^^V^DN 
KWfrZnWiLfZo m^LtzQMZ^? S ~-frX-itm.Z*£tzfe, 10mMTris-HCl (p 
H7.4) . ImM EDTA M20^ l K^MLfZo # «b *t£:DNA}#f£ 1 fx l fcHfUEtBlitX 
mal (New England Biolabs) \Z ± V) 37^ 1 B#P5vMfcU ^V^-e^lS^EcoRI 

(^M3£) i >9 37X:-eiB#^vmbL^o -wiM^^^xz-w^a 
n*;i/A-c*ftffiU i^y-;vefc^^i ODNA^IlJRt/So 

iHt, 5'-*S^EcoRI Mft@fi?iJ£^"U 3'-^^XmammSE^J«:^r-r^> 

[0 111] 

^-tfEcoRI-Xmal DNA®f>t , EcoRI XOTnal-CMftl"* P$* LfcpUCl 

9 ^?*-££> DNAyW^-va >3r? hver.2 (SMiS) fcfflv^ ^ttOgfe 
^^v>l6r-Clf^KJ5JS$-^^U^o ^C^lO/z 1 OJiia^M^Sr^Jir^ 
JM1093>e-r> 100 /* UCjjpx., iO«BJS*ac±."ei 

5#W. 42°CtCTl^> £ <b £#.±T? 1 LtZo #cv*T300 ^ 1 OSOCig 

(Molecular Cloning: A Labgoratory Manual, Sambrook,et al., Cold Sprin 
g Harbor Laboratory Press, 1989) ^M^37V. KX30frMJ h Lfzfe 

. 100 fjLg/mlXlZ5Qjug/ml<DT>'£ : yV 0. ImM OIPTG^ 20^g/ml<^X-gal«* 
i"tpLBil^^^Xfi2xYTS^^% (Molecular Cloning: A Labgoratory Manual, 
Sambrook.et al., Cold Spring Harbor Laboratory Press, 1989)±££0*Ji 
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[0 112] 

ZOJ&nmmfcZlOO /zg/mlXiiSO/zg/ml^T^tfv'; >*^-t%l£ig%lX 
l*2XYTig*fi2m 1 ^J§*L> m#Ihfr^<b X ^ FJfiffi$|PI-10 

0,2 XfiQIAprep Spin Plasmid Kit(QIAGEN) ^fflv^-C^^ 5 FDNA 

[0 113] 

(4) ^vxtfiwmm**-yi-&mtt(Dm.&mmfc 

mZ<D-7?X$ K*f ?>cDNArr- K^i^O^BB^I^Dye Terminator Cycle Seq 
uencing kit(Perkin-Elmer) £fflv\ DNA Sequencer 373A (ABIttPerkin-Elmer 
) K<£ O^t/io WMft&M'fJ'f -?-b LTM13 Primer M4 (SM^S) (I£ 
^!J#-^ 5 ) RXM13 Primer RV (^M^) (@S^J#"^6) £ffiv\ W^ftO^* 

[0 114] 

LT#<b*L7^-f "/'J Y- ^#23-57-137-1 K&^-f&^V *mmmi&* 
Y1r&Mitt$:^1r2>77X$ K£MBC1H04 , LmvWt* a- K^iH* 
^^tt^^^^ K£MBC1L24 fcfft^Lfco KMBC1H04 &mJBClL2 

4 H#i^^,v^X#23-57-137-l trL#OHSIVH^ta61V^* n - K"T ^>jf 

feT^^*@B?iJ (>t)Si-^T^ ymSB^J^^-tf) £^-*L-rtLiB?ij#-s§-57. 65 IC^ 

<DWfr £ o ^ X (iifi^iJ#-i-45 KtjOTo 
[0 115] 

Bilf57 P 9^ 5 KMBC1H04 S.miBClL24 *^1r&±m^ ^Escherichia co 
li JM109 (MBC1H04 ) ^Escherichia coli JM109 (MBC1L24 ) b It, 0j|t#t 

ffi%k&m&m m^f&mm^ mmm-=> < t^-mm iT§it3t) 

¥$8^8 J! 1 5H^ Escherichia coli JM109 (MBC1H04) Ho^T (iFERM BP- 
5628 % Escherichia coli JM109 (MBC1L24) t-ov>T l±FERM BP-5627 i:L"t7^ 

[0 116] 

(5) t> PTHrP KMi- ;V$vf£#23-57-137-l OCDRtf) 



miE# 2003-3079275 



mm 2002-334081 



^-v?: 33/ 



4o©7v-A7-^ spa-a* 3 o<Dimmm^ -t & *> t. mm&fcfc^ (cdr) 

TV*&^ — ^ CDR««07 5 / »E?iJoSllttttS*tfl5v» (Rabat. E. A. 
et al., TSequence of Proteins of Immunological InterestJ US Dept. Healt 
h and Human Services, 1983) 0 
[0 117] 

^H^O T * J WWM SrRabat <b &C «fc Jj fpj& $ tt^^tfrO T 5 7 miS?'J <3 r*- 9 

[0 118] 
[^1] 









CDR1 


CDR2 


CDR3 


Hi 


SYfiB 


:« 5 7- 


31-35 


50-66 


99-107 


L* 


!V1S 


6 5 


23-34 


50-60 


93-105 



[0 119] 

(1) *^9«#BiOi« 
(i) HllVilJt^lg 

>rtfc^^^HSlV|S^*PCR^^«t *)4£S&>Lfto &3fr"79>f v-MBCl-Sl ( 

b?u#3- 7 ) «v«i*o v - y-mnw -m z 3 - ki-*dnak^ x 

U J.oKozak 3 >-fe V^^BB5!I (Rozak, M. et al., J. Mol. Biol., 196, 94 
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7-950, m7)Rmmmmmndiii<DWMMm^ir^^o^Wr^o ms-f 

?^-MBCl-a (mVm^-S) (± J^c03'-fl«*n- F-r^DNAlfi^iJ^N-f^ 1 ; 

Ki&ftL/So PCR(±. TaKaRa Ex Taq (SMit) £fflv^ 50^ 1 <Dfr1&^ 
WL^mmdMt LX0.07/X g 0-7^*5 KMBC1H04 , ~?7 £ LTMBCl-aS. 

miBCl-Sl £^*L-r*L50pmole , 2. 5U?)TaKaRa Ex Taq > 0.25mM<£> d NT P#t> 

1 frm, 1TC KX2 frffl (DUmV 4 ? )VX30mft o /So PCR&lC «£ I? i#ipg L fcDNA 
®f>t^3%Nu Sieve GTGT^n-^ (FMC Bio. Products) ?:fflv^:T**D 

[0 12 0] 

437bp S<7)DNAif>i-^^1-^T^n-^>t^^ l )> GENECLEAN II Kit(BI01 

-)V^MXm^tz^ lOmM Tris-HCl (pH7.4) . ImM EDTA mWL20/u 1 K^M 
Ltz 0 mhfifzdmmW.1 /u 1 fcffiM^BamHI, Hind III (SSI) KX «9 37*0 

J - ;Vi£i£K £ I) DNA& mW.L?z 0 
[0 12 1] 

±IB<7) J: d KLXmWkLfz-?VX)mmt&Z^~ Ki-^st^^-a-tfHind III 
-BamHI DNA$fJf£, Hind Iim^amHIlrM'fbl-^ ^ h i pmb/ipUC19 ^ 

^f-7-M13 Primer M4 ^5.^113 Primer RV *rf7 4~?-b It, Dye Terminator 
Cycle Sequencing kit (Perk in-Elmer) £fflv\ DNA Sequencer 373A (Perkin-E 
lmer)lcj; 03»I^J£ifeeL/So lEL^mm^-t Z'^? 1 ) K—7#23-5 

7-137-1 K&ifc-t&'wxmmn**- K-raflt^fc-^u s'-fij^mnd 
nmmmi\Rv?Kozak mm, y-mKBaBmmmm^w^^^^. k£mbcih/p 

UC19 t^LfZo 
[0 12 2] 

(i i) c dna? j-f<D-?*7 7.-\LY** jmM<Dftm<vtz®<Dmm^M<DMm 
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*H§IVfji^&PCR&£i O^Lfco HilV^^^^O^^^ ^-MBC1HVS2 
(E#)#-^9) liV«i|IW>y-^-E^]<&ft*0*3- K-t-5IB^J<^2#<7)TX^ 
^Vfc^'; Wfcgg&U B.oKozak rr >*fc V^SS^iJ (Kozak, M. et al., 
J. Mol. Biol., 196, 947-950, 1987)ifeO f iCHind III&O'EcoRI WMMM^ir 

[0 12 3] 

PCRfiTaKaRa Ex Taq (SM^) £ffiv^ 50^ 1 <7)^?l^l'»MDNAh LT 
0.6 ^gO^^^ KMBClH/pUC19 . ■/ 7 J h LTMBC1HVS2WMBC1HVR2^ 
-ett-rtL50pmole , TaKaRa Ex Taq £2.5U> 0. 25nMOdNTP£^tf^«tt<« 
«L&^ffiLT50,u 1 <7>3£?i£JtJf LT94 < C13^> 55T; 1 £-fSh 72101^0 
^•9"^ ^;V"C3O0^f ofc G PCRfetCi V)iiiIisL^DNAif>T-^ 1 %Sea Kem GTG T 
2fn-x (FMC Bio. Products) *m^tzT Jfv-xr^n^foMKX *)frMLtz 

0 456bp S^DNAIffJt^^-t^T^fn-^it^TO^, GENECLEAN II Kit(BI01 

oi)^fflv\ ymit<v^\z^mMX*mm\^tz 0 mmvtzmk*^? ; 

-frifcmZ^fz^ lOmM Tris-HCl(pH7.4). 1 mM EDTA mWL20/u 1 KmMLKo 
[0 12 4] 

% h fifzDMMWL 1 ijl 1 SrflfllRBSREcoRI RUSmal (^Mat) 37X^1 

-jvffiia v)DNA£0iixL£o Jiiao «t d k LxmMLtz*? v xnmvmi&z ^ 

- K1"^it^*^tfEcoRI-SmaI DNA»rJt£> EcoRI RXfSmaI-?mft-f 2> Z. t K 

1 *)TOL;fcpUC19 ? -K-y-7?u-~ysfL? Zo i®^^^ K<&:ft2feE 
£ij&fll^-f*£i£>, V-M13 Primer M4 £0^13 Primer RV Sr"/^ 

t L."^ Dye Terminator Cycle Sequencing kit(Perkin-Elmer) DNA Se 

quencer 373A(Perkin-Elmer) Hi f?*atE^**56U/io jELV/>ttL3feE^I*^ 
-f&^-fr 1 ; K— ^#23-57-137-1 KSl3fe*r* v**I«KV«**£ 3- Ki"&»^ 
5'-ffi9^EcoRI &tfHind IimiftEEI&tfKKQzak W&k 3'-HKAp 
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2lRTFSB2&mmMm*W*z>7?Z 3 K£MBClHv/pUC19tifr£ Lfz 0 
[0 12 5] 

(iii) ^tyfomm^m^? ?-<omm 

, hM^fbPMl^HSlVfl^tft bffi#HSftC^i$IgGltf>*V ADNA (N. Takahas 
hi, et al., Cell 29, 671-679 1982) £ 3- K1-&f&m^ 9 -DHFR-AE-RVh- 
PM-l-f (W092/19759#flS) i:, \l Ymimmm^mm^W^ h^LfJUilC 
fiO^/ ADNA£ n - K-t &§&m^ * -RVl-PMla (W092/19759#fiS) Sraf 
ALfcCHOttJ: «9mRNA£fi5iU RT-PCR*fc-et: hMlfcPM 1 ^HilViTOW 
t>t)L#C^C y 1 £^t> cDNA£^n-~^U pUC19 ?>Hind IIIi:BamHI 

5 F %pRVh-PMlf- cDNAh L 0 
[0 12 6] 

DHFR-AE-RVh-PM-l-f AKDSViOy" n * - fc DHFRSIS?- 1 <D ffl \,z & Z> Hind II 
Ig|tf£> 25. t^EF-l a-fu^-f-tKY M^PMl*rL#:HiIV|S^ t<DmK$>& EcoRI 

C r 1 fc^trcDNAOffc^ * * - £>#HO tz tb frn-fifeffi L £ 0 
[0 12 7] 

pRVh-PMlf-cDNA^BamHI-eM'fb Ltz^ Klenow? y ? * > h "C^rHb U £ <b 
KHind III-eMftU Hind ni-Banfll¥tHfc»f;f Lfc 0 £<7}Hind III-Bam 

HI¥tt^bifit^> ±iaOHind IIIgitfi&t^cdRI L £DHFR-AE-RVh-P 

Ml-f £Hind IimV?SmaI-emtt-?2>ZtK£ ^mWkLfz^M^^ 9 -KM^L 

tfS&m^* * - RVh-PMl f - cDNA £ #H L£o 
[0 12 8] 

n YmfcPMifomm&&B.v t K v^mnmcy 1 fcn- k-t* c dna^ 

tt§m*9 9 -RVh-PMlf-cDNA^ApaI^O { BaniHI-t?M / fb L HS*C«#£-&trD 
NAUffi-fcHURU Apal^LlFBamHI-em^t^ itCi $fS«LfcMBClHv/pUC19tw 
fAt/co -9 U^1U^77^ K&MBClHcDNA /pUC19 tft%>Ltz 0 Z<D 
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7^*3 Y\±^V*mWYlWWBRV* Ym&m&Cy 1*3- F"f &cDNA 

[0 12 9] 

~7?X$ FMBClHcDNA/pUC19 *EcoRI RZfBasMIxmitL, ^htttz* * 
#tf>H§I*n- K^Sm^Sa^J^trDNAifM-^^ EcoRI 25.^311411^^^^ 
i: tc J: I) PRlfcHa^ * * -pCOSl K^X Ltz 0 £ -? LT# 5» *t;fc ^ ^ ^#t#: 
Of&JjLT^*^ K^MBClHcDNA/pCOSlh^L^o $m.^? * -pCOSlli. 

HEF-PMh-gyl (W092/19759#PS) EcoRI ^SmalMttK <£ Ifof&tfc^-* 

glJI&U EcoRI-Notl-BamHI T — (SM^i) *^1"& - J; «|g L 

[0 13 0] 

^ FMBClHcDNA/pUC19 * EcoRI &£J%unHraMtU nbfifz** ^m^MMM 
^-g-tfDNAifM- * > EcoRI ^^"BamHI-eM^-r &ZtK£*) IS L 9 * ^ 
FpCHOH'^AL/io LT#^tL/;^^ Jfafe^mL??*^ FSrMBClHcDNA 
/pCHOl t^t/io f&m^*-pCH01te. DHFR-^E-rvH-PMl-f (W092/ 

19759#M) frb, EcoRI RZFSMilffiWz X ^#^fcT-£&mU EcoRI-Notl- 
BamHI Adaptor (SSI) fcjfeSTf & £ t K J: *) #ig Lfz 0 

[0 13 1] 
(2) l:hL#I^^^«^ 
(i) zu--y>f^>7 ?-(DfEM 

>Lil^#^*#tf P UC19 ^^-^ITf &*:#>^ Hind IIIgB&k^cp 
UC19 ?-*femV?z 0 pUC19 ^^^-2// g*20mM Tris-HCl (pH8.5 ) 
„ lOmM MgC12, lmM DTT\ 100 mM KCK 8 XJ<D Hind III *^1r2> 

[0 13 2] 

01|3lL*:DNA£5On)M Tris-HCl (pH7.5K lOmM MgC12, ImMDTT. lOOmM NaCl 
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„ 0.5mM dNTP. 6 IKOKlenow? =7 7* > h (GIBCO BRL) £-^rt&50,u 1 <DKfc 

o 

[0 13 3] 

0^L/c^^^-DNA^5OmM Tris-HCl (pH7.6K lOmM MgC12 . ImMATP. 
1 mM DTT, 5 % (v/v) #'JifV>^'Jn- ;W-8000 J.5 U OT4 DNA'J 2T- 4f 
(GIBCO BRL) & 1" & Rl&ri^lO fx 1 4« -ei6°C-e 2 B#I^RJ£ $ S B?t«r 

z&tzo w&m&WLSM i^^mmjMio9 n>et>Mi (- ^>^->) 

100 fx l-fcimiU 7X±T'30^f B ^«b^, 42 < c^-ci^r^> £ MCTR-L-e 1 ^ 
^tiL/io S0C*£itil500 ^ 1 fcinx-T, 37^1^1^ >^^-va 

X-gal tIPTC^^B^^Lfv:2XYTm^% (50^ g/mlT V v V >^ 
) (Molecular Cloning: A Labgoratory Manual, Sambrook.et al., Cold Sprin 
g Harbor Laboratory Press, 1989) \Zt 37V.X— ^^LTB^^^tt 

[0 13 4] 

3&5aE!fe#*> 50/ig/mlTVew >^^1-^)2XYT^^20mlt?37 , C— «*S 
*U WftWfrfrfcPlasmid Mini Ki t (QIAGEN) Jtffl^X^ Wd(D®rft\Z'&.^X~? 
FDNA^fflMtfwo fltSLfcT^* < KfcHind IimMfcU Hind 

L £ t ZmULtz-??*^ K£pUC19 AHind IIItfir%>Ltz 0 
[0 13 5] 

(ii) tymxmfcigmnz^-yt&Mittnmm 

h#i#LgUMC^J±> Mcg+ Ke+ Oz- > Meg- Ke- Oz- . Meg- Ke- 0z+ . M 
eg- Ke+ Oz- <D4?% <tt>4 flBBO 7 4 V 9 A -7°ifi% h flX V> & (P. Dar iavach, 
et al., Proc. Natl. Acad. Sci. USA, 84, 9074-9078, 1987) 0 #23-57-137-1 

X Tift* LfclMk> 74V * 4 7 P /6 s Mcg+ Ke+ Oz- (accession No. X57819) (P. 
Dariavach, et al., Proc. Natl. Acad. Sci. USA, 84, 9074-9078, 1987) <D\L 

ym^-rnxm^m^-m^mm^^u #23-57-137-1 wxiMxmcmmto 
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[0 13 61 

i<Dt hffittUBUfllC^&n- K^&£fS?-^#ig£PCR&£fflv> 
-C^fo/Co #"/?>f v-tf>£-J&te. 394 DNA/RNA synthesizer(ABI tfc) £ffiv>T 
ffo^o HLAMB1 (SB^lJ^H) miffiLAMB3 (Mffl&^rlZ) >*DNAIE#J£^ 
U HLAMB2 (E?!j#^12) &tfHLAMB4 (E^W^U) t±T >?-fe >-*DNAE?iJ£ 
W U ^ tt-etto 7° 9 >f t - <7) £20* <b 23bpOffiHe<lEy!l Sr^r-r * o 
[0 13 7] 

1? -f "V— HLAMBS (E?!I#^15) > HLAMBR (@S^J#-^16) ttHLAMBK HLAM 
Mt-etL-etMSISI'SrK^J^b-C^D^ £ fcHLAMBSf*EcoRI , Hind III-, Blnm 

mmm*. hlambr»±ecori mmm^^fim^^^^o %— pcrt?hlambi-hl 

AMB2 £HLAMB3-HLAMB4 (O^RjSfcffofco **Lfc &*HtiS£-U PCR 

-er-fevr 1 ; =Srff-=»^o £ *b 9 v -hlambs& u^hlambr £ $sin l > #h 

PCRK i 0 £:gDNA£^i|!l $ -£ft 0 
[0 13 8] 

PCRteTaKaRa Ex Taq (SSBt) *«V>, KtffeoTfrofco ^-PCR 

5pmole OHLAMBl&lF 0.5pmole <7)HLAMB2£ 5 U<7)TaKaRa Ex Taq (Sfi 
jt) fc^^ft^lOO // i WRjSi^t, &£v^i0.5pmoleOHU^3;£tF5pinol 
e 60HLAMB4t 5 U<£>TaKaRa Ex Taq (Sffiafi) t fc^i" * 100 ^ 1 *>JRJE&«# 
?&&JlV\ 50^ 1 <7)^^±HLT94 t C^T 1ML 60TC£Tl#Wk 72°C^T 
1 * 5 latfTo/co 

[0 13 9] 

HUPCR (i, Rj£«tS:50Ai lfoS^U 50^ 1 O&MfcJJt LT94t)KT 1 

HHPCRte, BO&*fc*ttB:r?>f v-HLAMBSS.miLAMBR^#50pniole -f-omn 
U 94 < CfcT15frWU 60*CKT l3fd§ N 721CKT 1 #B! oMt* >f * ^T'30mff 

[0 14 0] 

*=P(^i»ODNABfM-*3%telll^7« r n-^y^ (NuSieve GTG Agarose, F 
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MC) -cm^MMLtz^ GENECLEANII Kit(BI010l) Srfflv^ W^^ot 

# f> fltzWm Jf * 50mM Tr i s-HCl (pH7.'5) > lOmM MgC12> 1 mM DTT. lOOmM Na 
CI, 8U<£>EcoRI &^H-&20^ l <D%.J&m-&WL*X~Z7V\ l ZX 1 B# 

;vttl^-e|lll)3lb^^ lOmM Tris-HCl (pH7.4K ImM EDTA fx 1 

O 

[0 14 1] 

77 X< KpUC19 AHind III 0.8// g £ IWtft^EcoRI "C?MbU 7x7-;^ 
tf^nn^;VAT^m> J -Wtm^Z *9 ®Wl>tz 0 tmtLfzy'v^^ KpU 
C19 AHind III£50 mM Tris-HCl (pH9.0K ImM MgC12, T)Vf} D 7 r * - 

•*£(E.coii C75, ^mm) fkmir&KBu&mo/u i*-e37 o c, 

ikUV^MUm (BAPM) Vtzo Rj£$«:7xy-)l/^nn*^-Ci 
ffl, DNAfc^* / - frftMK <fc *) ElRb/c^ lOmM Tris-HCl (pH7. 4) , 1 mM EDTA 

mmo/u i n»»b^o 

[0 14 2] 

±|B<7)BAPMt^7 0 7^^ KpUC19 AHind III 1 /u 1 i:3fcOPCRM%4^ 1 
£DNA Ligation Kit Ver. 2 (SiSSi) &ffiv>TiI*§U ^BJM109 ziy\£-T> 
KlfeClMLfCc #^tL^^m#*50^g/mlT>evi; V^r^-t-^ 
2XYm^2mlT— ;&ig#U m^^^QIAprep Spin Plasmid Kit (QIAGEN) 

[0 14 3] 

±m~7yX$. KlCov^T> ^n~->^*$tL/iDNA^^@e?iJO?i^*# ofc 
o m.mmm<D^KI,t373k DNA sequencer (ABI *±) £/Bv^ 7^ v - lc iiMl 
3 Primer M4 RXM13 Pricer RV (^M^t) £fflv>£ 0 ?n--V^ 
$tL^DNAOF«3g|5lci2bp0^7& s *^C:h^J^L^o £<£>DNA£^tr7°9;* 5 K 
£CAA/pUC19 t-ap^x Ltio fcfcO^^-H^ 

(K8I#*17) , HCLMR (15^^18) fcfrfcK^JjfcU PCR-T?#EIEL^DNA<£> 
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[0 14 4] 

AMBStHCLMR > HCLMS i:HLAMB4"CKf&^ff otz 0 PCRjg&£*:h^*L**»U M 
UPCR-eT-fe y 7 V =Ht •=» fc 0 $ <b ^ v-fflJ^S&mflJ^4£^;&D L 

% HHPCR^ X *) ^SDNA^iitS £ -£ fco 
[0 14 5] 

H-PCR-ete, ilM^ LTC A A/pUC19 0.1^ g> 7" 7 'f v — HLAMBSS. tFUCL 
MR #50pmole > &&v>tiHCLMS S.miLAMB4^-50pmole „ 5 UcDTaKaRa Ex Taq 
(SM) £^rr&100 fx 1 (DU.m&&U*m^, 50^ 1 OiSM*Ji^LT94 

[0 14 6] 

PCRmtlHLAMBS-HCLMR(236bp) . HCLMS-HLAMB4(147bp) £^-*L-T*L 3 
7 # n - * ^ ;V-em^Kj Lfc&, GENECLEANII Kit(BIOlOl) *fflv»tW5) 
01DU »»b^o PCR^tiijt^DNAif>t#40ng> 1 UOTaKaRa Ex Taq (SJS 
it) *tt-r&20fx KDRBm&WLZm^, 25// lO&ffiSr-hJBLTM'CKTl 
53ffl, 60*Cl*T 1 #IHU 72°CfcX 1 frm<7)M.m-y-4 7 )\>>Z 5 Etfrofco 
[0 14 7] 

*HPCR-Ct±, MZ3(XEU&fo2 fi U ^7°^ v-HLAMBS, HLAMB4#50pmol 
e , 5UOTaKaRa Ex Taq (SSoS) &^rr*100 fx 1 ©EJSift'frifcfcJBV^ 
50/u 10««tJJIlfe, PCRtt. 60^ K T 1 #IBk 72°CKT 

l^WS^M ^;VX30m^fo/c 0 ^HPCRM^-e^^>357bp £>DNA$rJt & 3 % 
fil!^75!f D - Ifet, GENECLEANII Kit (BI0101) £/BV»-C** 

[0 14 8] 

&fc;ftfc0NASrfi-O.l/£ g&EcoRI -eMftUfc^ BAPftIL^7X5 K p 
UC19AHind IIIlC-9-y^n-->^L7t 0 ^JilJMl 0 9 3>lff>Wi: 
SO^g/mlTV^v 1 ; >£-a-^1-& 2 X Y T^Kfe 2ml "C— ^ig^U 
mfrM^^QIAprep Spin Plasmid Kit (QIAGEN) £: #J V* "t "7° 9 ^ KfcflNRLifc 

O 
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mWiLfz??* 5 KHOV^-C^SB^!l*M13 Primer M4. M13 Primer RV 
5t) £ffiv\ 373ADNA sequencer (ABI *±) KT&&Ltz 0 #:3cO&v\E Lvv& 
^@B^iJ : lr^'bTv^ifc^4m^tL/c7 P v^^ K£CA/pUC19 tL^o 
[0 14 9] 

(iii) t: hLilycil^Hit^n- 

7° 7 7 ^ KHEF-PMlk-gk (W092/19759) hUM. « ilC^it * 3 - Ki-&DNA©r 
jt&PCR&£fflv*T^n- — y^Lfco 394 DNA/RNA synthesizer (ABI ft) £JB 
v^-C^L^mr^y^-f -7-HKAPS (^J#^-19) iiEcoRI , Hind III, Blnlfg. 

mmm * ^ ? ^ ^ -hkapa (be?ij#-s§-20) ^ecori mut^j * ^ri - & £ ? 

[0 15 0] 

t & & 7° 7 * 5 KHEF-PMlk-gk 0. 1 // g > 7° 9 t-HKAPS , HKAPA ^50 
pmole , 5 UOTaKaRa Ex Taq £^1" &100 fx 1 <D&BM&m*m 

V\ 50^ 1 c^i^fciJlL^o 94X^X1^1. 60°CKT1^> 72'CK-Clfr 
F^oa££30^M */Vfr ofc 0 360bp <7>PCRj^£ 3 %1&M£T# n -x>^-e 
I^lt/:li GENECLEANII Kit(BI0101) ^ffiv^T^^^^®^ ffl!U: 0 
[0 15 1] 

#f>tt/cDNAifM-*EcoRI -TMftLfct> B A PmWLtz??* $ KpUC19 AH 
ind imz7U~-~>FLtZo ^IIJMI 0 9 n v fcf-r > ««IL 
, 50//g/mlT>eviJ 2 XYT^%2ml-C-^«L> 

^QIAprep Spin Plasmid Kit(QIAGEN) £ffiv>T 7*9 * 5 K£**®L/£o 
[0 15 2] 

fSl^7'7^^ K<7)^SMB^!]*M13 Primer M4 . M13 Primer RV (^M^t) 
£fflv> N 373A DNA sequencer (ABIft) t:T^L/: 0 IE Lv^ftlB^J?:^- LTV^ 
& £ t ^mM^f^tz 7° 7 7 F&C k /pUC19 i: t fc 0 

[0 15 3] 
(3) *;<^#L£t#§31^*-<a#ii 

7*23-57-137-1 mmmM^t 9 -*n%k\^tZo 7*7* S KCA/pUCl 
9 . C */pUC19 <7)t: b^#^#^OEpl*^^Hind III. BlnlSMiK. #23- 

tBSE# 2003-3079275 
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57-137-1 UCTtttt* a- K**»^**»1-* - t £ * oT. 

? #23-57-137-1 amMVM&tfL* A jOJiUfll « a - Ki" SpUC 

19 ^ * - «rft» U^o EcoRI MASK v^LSJtftfc?-^ ffi U 

[0 15 4] 

ffcfc*^ KMBC1L24 #23-57-137-1 &#IJ|V««&PCRiS*:fflv* 

-C^n— — -yjfLtZo 4-? — <V^m$, 394 DNA/RNA synthesizer (ABI *± 

) ^rffiv^rffo^o m^y^-f -7-MBCCHLl (@E?0#-^21) tiHind IIISIKK^ 
hKozak WM (Kozak.M.et al. , J. Mol. Biol. 196, 947-950, 1987) Wy-fJ^ 
^-MBCCHL3 (WM^22) (iBglll . EcoRI WMWM*^-$-%> & 7 fctifcfr b/i 

O 

[0 15 5] 

PCRti, lOmM Tris-HCl (pH8. 3), 50mM KC1> 1.5mMMgC12 . 0.2mM dNTP> 0 
.1 ^ gOMBClL24 , -f7 4~?~-t LTMBCCHL1 WMBCCHL3 &#50pmole . 1 
lO AmpliTaq(PERKIN ELMER) ^^H^lOO^ 1 ORSt&^ftSrfflv^ 50// 
1 (7)!£yft£JiHLT94r^-T45#ra, 60*Cfc-C45#BU 72 < CH"C 2 ^WOiajK*9" 
^ ^;v-e3O0ff o/io 
[0 15 6] 

444bpOPCRm%* 3%i£li!l^T5yn-^^;V-em^®bfc^ GENECLEAN II 
kit(BI010l)«rfflV^-cy;V^«c>llI^ *»»U lOmMTris-HCl (pH7.4) > ImME 
DTA mWL20 M 1 titHL/Co PCR0t> 1 /< 1 fc^ti^PtUOmM Tris-HCl (pH7.5) 
„ lOmM MgC12> lmMDTT. 50mM NaCI „ 8UOHind III S.tF8UOEc 
oRI (SM5S) ^^i"^RSm^20^ 1 *-t?37 0 C^TlB#^?mbb^o M<b 
M&WL* y j. S-)VJBt.Tf9 n n *;VA-Cffitfl, DNA£^* / -/WfcSraalJRU 1 
OmM Tris-HCl (pH7.4). ImM EDTA ^8 ju 1 KigflfLfco 
[0 1 5 7] 

^9^^ KpUC19 1 m g&l^flfcHind III&tfEcoRI "CMffcU 7x/-;vl 
(E.coli C75 , £«3t) ■CBAP^at^o ^I^7x;-W^nn*;VA 
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-Cjfiffi. WA**-* S-frftM-CmUVtz^ lOmM Tris-HCl (pH7.4) , ImMED 

ta &mofi i Kmrnvtzo 

[0 15 8] 

BAPgLSLfc"/?^ KpUC19 1 ^ 1 t^KD?cm^O 4 1 £DNA Ligation Kit 
Ver.2 (Sffiifi) ^fflv>«U ^»WJM1093 >e-r> MBlft (-ytfvs; 

xrmzi*&mz.t%, 37V?—w&mLtio %btttz^mm&*. so^g/mir 

ytfvU ^^^-t^>2XYT^%2ml"e37 , C-e— «Jff*bfeo B^ltfH^QIApr 
ep Spin Plasmid Kit(QIAGEN) !:i^t7'7X ^ F^ffl^t^o &3£BJyfl&&5£ 
EL^^KRIfc^Tt*^** K«rCHL/pUC19 bLtz 0 
[0 15 9] 

7° 9 X ^ K C A / pUC19 „ C « /pUC19 # 1 /« g * **L***L20mM Tris-HCl (pH 
8.5), 10mMMgC12, ImM DTT, lOOmM KCK 8 Hind III #0* 2 

UOBlnl *^£-*&RJG&M£-ifc20,u l*-C37'C^Tl^tmbU^o 

^fcfi^* "7 a. / -^XV^ n n ^;VA-ejfim, DNA£ y *->Wfc«!-eiIIJR 
37rT*30^BAP&S£?ro7t:o Kfofc Zv^y- JVJ&Zf? n n * /u 
AtitBU DNA^^^y-;Vzt^-eHllDlL> 10mM Tris-HCl (pH7. 4). ImM EDTA 
^10^ 1 i:|j|L/:o 
[0 16 0] 

#23-57-137-1 LilVflit^tf 5 KCHL/pUC19 frh 8 g £|W|#&CHind 

IIIS.^'Blnl-efmb Lfc„ # <b tL/c409bp ODNA®rJf * 3 %1SSt*T^fn - 7, 
"C«*C8cttLfeft^ GENECLEANII Kit(BIOlOl) £ffiv*T^;V^£>®lDU »KU 
lOmM Tris-HCl (pH7.4K ImM EDTA itlO^ 1 Lfco 
[0 16 1] 

£<OL|ftV|gi#DNA 4 1 ^BAP^ll/i^^^ KC A/ pUC19 Xf±C k/ 
pUC19 #1 1 lc-9-7^n--y^L> *B§m JM109 n > tf x V MfflB&te^JHE 
IfeLfco 50//g/mlTVlf~>i; >^^^r-t>&2XYT^%3ml-e— ;&ig#U 
fl-ri^QIAprep Spin Plasmid Kit (QIAGEN) iffiV^^^U'tHSLfc, - 

KMBC1L( A )/pUC19 „ MBC1L( k )/pUC19 
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[0 1 6 2] 

•?7AS. FMBC1L( A )/pUC19 StfMBClLC k )/pUC19 fc^tt-TtLEcoRI "C^lbb 
, 3%®li(^T3yn-^>^;VT*m^»L/im. 743bp ^DNAW^&GENECLEANII 
Kit(BIOlOl) Zm^XV^frhmU. ffllU lOmM Tris-HCl (pH7. 4) > lmMED 

ta mmoM i izmm^fzo 

[0 16 3] 

KHEF-PMlk-gk 2.7 /u g SrEcoRI T*ijbt> 7-x 

ifit^BAP^SL/i^ l%®Ifcj&T#n-*^;v^«&*l&U 6561bp<DDNA»f 
)t£GENECLEANII Kit(BI0101) £JEv>-cr;V^<blI!l|^ $ft£U lOmM Tris-HCl ( 
pH7.4), lmM EDTA *#$Q0ju 1 fr'i^Lfco 
[0 16 4] 

BAP^aL/iHEF^^ ? - 2 1 ^±IB7°9^ 5 KMBC1L( A ) XtiMBClL( k ) Ec 
oRI DfM-#3/i 1 hjE#§U ^cMJMlOQny^-rV hmi^g^Lfvio 50 
^ g/ml T> tf v V > * & 2 X Ymi 2 ml L , Wfclffi^ QIAprep S 

pin Plasmid Kit (QIAGEN) ^T^^n^ilt^o 
[0 16 5] 

fflSUy^U'i 20mM Tris-HCl (pH8.5) ^ lOmM MgC12. ImMDTT, 10 
OmMKCl , 8UOHindIII (^Mit) #.^2 UOPvuI (SMit) 

?l-^^20y« l *^37t;KT l^fMsLfco iff>T-^jEtv^f6]^#A^tL-rv^ 

l£5104/2195bp , ^IfiJlc^A^tt-CV^{f4378/2926bp ©iW^C^CL 
hil9> iELv^fSjtcJf XZIxr^tz'fyXS. K£^tL-e*LMBClL( A )/neo > MB 
ClL(«)/neo £: b7t 0 

[0 16 6] 
(4) C0S-7MO ^7>^7x^i/3> 

yWm<r>— m&^m*, 7""7 * ^ KMBClHcDNA/pCOSl t MBC1L( A )/n 
eoX{iMBClHcDNA/pCOSltMBClL(/c)/neoOS.^^t>-^-r\ Gene Pulser^fi(Bio 
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Rad)£JSv>T^V^ hn*'l/-> 3 >kZX ^C0S-7«lCl^B#^K^XL/Co PBS 
Klxl07 UaWml^lffl^^JS-eMri $ *i/CV*&C0S-7#IBJ!&0. 8ml #7'^* 
5 KDNA lO/u g&JOx^ l,500V,25^FO#«#*^T/^;^Xlr-^x./io M^lr'T 
10ftffl<vmW®mv>1k, x-ls? hn^l/-v3>^a$tL^« : £:2%^Ultra 
Low IgG^v^jatt(GIBCO)^^i-^>DMEM^%(GIBCO)lCM^L> 10cmit#IDl 

C0$-7mM<Dm^±rfifrb<D**7fcfe<Dmm±, AffiGel Protein A M 
APSII*? h (BioRad)^ffi^T^r^ h^ftO^^oT^ff o fc 0 

[0 16 7] 
(5) ELISA 

(i) immm.<r>miz. 

Ufommmofz®musk7u-\>z&<Di7KLxmmi,tz 0 elisajb96^ 

~fV- Y (Maxisorp, NUNC ) (D&ftZmffifc^y 7 T - (0. 1M NaHC03. 0. 02% NaN 
3) "CI fx g/ml COZ^E L 3r#G tl h IgGjfcffc (TAG0) 100 lTrS^tU 200 
/ulO*JR/ty 7 7-(50mJ4 Tris-HCk ImM MgC12 , 0. 1M NaCK 0.05% Tween20 
, 0.02%NaN3> 1% *&.mT)V7$ >(BSA), pH7.2) t/D^V^ * 

^ 7^^i&m^^^cosMo^±vt^^v^«itm^^ 

X&'KltZlNz.tzo 1 RtHg^KT-f > LPBS-Tween20-e?5fe^> T;V 

*'J7*^77^-b^t^tl MgG^L#(TAG0)l00^1**nx.^o 1 B#l^ 
iftfc-C>f >^r^^- h LPBS-Tween20-ti£^^ lmg/ml<7)*K^(Sigmal04, 
p--fC7x^'J>E SIGMA) £#n;i> ^K405nm-e<7)i&5fcE£W *n7° 
v „ h1 ;_^^( Bi0 Rad)"C?|lJ^L/Co LT, Hu IgGl 

A PurifiedCThe Binding Site) ^rffl^fco 
[0 16 8] 

(ii) tjiw^m<D®m 

W&fe'km < m.V>tz£><DY.\lSk'7\s- ^©J:^:LtilLfco ELISAffl 
96^7* W KO^l^-^T- CI fxg/m\(Dm.m-m^t^ hPTHrP( 
1-34) (^T^KEF^) 100 ju IxmmtLtZo 200// l«^777-f7* 
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JfafaZmmft%tVX&'KKlJU7Ltz 0 M^X4 h LPBS-Tween20-e 

m&fe. 7WJ7t^77^ -4f jft^^fc h Ig(#L#:(TAG0) 100^ 1 fcflnx. 
/: c iSHt^f V^^- h LPBS-Tween20t:^?|i-O^ 1 mg/ml<^JC?»(Sig 
mal04^ p--fD7xi;Hyfc SIGMA) £fln*-> ^^405nm-e^PR^^^ 
✓f 7 n -/V- h V - (Bio Rad) t?S03eb/io 
[0 16 9] 

%<D&%:, H hFIHrP(l-34)lC^^^tfe*^rL"r^0. 9 

n _ - > ^ t t ? 7, tf>mW&<0 jE L v^^S £ ^rf & ,h ri*^ £ tut 0 £ fc* 

p (i-34) km-? & m&ifc fig£ft L^V^H^> Ma<fctt:#ouic«*tt- 11 

[0 17 0] 

(6) CH0^M£«1*<7)W3L 

DXBll)^#XUfco 

1-^^*>^^7tru#^5cm^HHm*#^i*> CHOttffl^m^^^^ KMBC1H 
cDNA/pCHOl £MBC1L( A )/neoXliMBClHcDNA/pCH01 fcMBClL( k ) /neoOfc*^ 
t>^X\ Gene Pulser^*(Bio Rad)«rffl^txl/^ h n#V--> 3 J: OCHO 

3Wjftnnw^K#xufco **>m<o&&'<? * -*fw»*Pvure£j»r urn: 

txl/^ hn#l/-5/3>»fc, PBS (-)■*•£ 1x107 M/mlOlBJ&M-e^ 
^StLTV^CMJ&O.SmH^ KDNA 10^ g^iDx.. 1, 500V, 25//FO 

-v 3 >*imZtltzfflm*10%y ^IMlJfiLVt(GIBCO) *«JnbfcMQI-a**(GIBC 
0)£&SU 3|5c^967 ! C7 P V-h (Falcon) =£r^V^TC02 >f 

fcbfco i**PM&SBfc. 10%^^B^mvt(GIBC0)^^500mg/mlOGENETICIN(G 
418Sulfate, GIBC0) *iHU 'J 1^ ^ Hm^') ^ M 

EM- a igifc (GIBC0) OSK«Jt U t^HS^O* A $ *Lfc«BI& ZMIRVtz 
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[0 17 1] 

#aUfctt#0*^^J!»0J«f««r«^:U, n - 9 b 2 %©U1 
traLow IgG9 ^IftjlUttttftU 'J^^tv WWJ'f^ W'>K 

@JRU 0.2/imO7^^- (Millipore) i *) mffiMDi L-^o 
[0 17 2] 

CH0*fflflt<7>i£*±*t^<b?>*;< 9*fM*tf>*»»»i> POROS^n^^f ykil *7 A (PerS 
eptive Biosystems)£fflv*T. ConSep LC100 (Millipore) KT^t^^K^ 

[0 17 3] 

(1) tMW»ii 
(i) blKKH$£lV«iB4>fl*iS 

t bSM23-57-137-im#H$££. PCR&K J &CDR-^? 7 7-f V^fcJ: OflPR 
Lfco ^ hffi#S31679(NBRF-PDB^ Cuisinier A.M. Eur. J. Immunol., 23, 1 
10-118, l993)fi^OFR^^1"^li hM4b#23-57-137-ltfL#Hil (^-va>"a" 
) <Ottm<Dt:lt> K 6 i®^PCR7'9 <f L/Co CDR-^9 V^T"? W 

•7-MBC1HGP1 (SB^iJ#-^23) &tfMBClHGP3(K?!l#f-24) tt-te >^DNAE2?!l«rW b 
, -eLTCDR^v^x-f ^^7 p 7^^-MBClHGP2(Sa^J#^25)^U f MBClHGP4(BB^!l 
##26) li T > ^ * V ^DNASB^iJ * # L > ^LT-?" W7" 9 *7 - <DMM 15** 
<b21bp(7)^^@B^!J*^-r^o 9 W v-MBClHVSl(@S^J#-#27)S.m«BClHV 

Rl (E#l##28) fiCDR** 577^/^7^ ^ -MBClHGPlS.tM«BClHGP4 t^n 

[0 17 4] 
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7fr/ ^9 >f ^-MBCIHGPI. MBC1HGP2^ MBClHGP3S.mffiClHGP4(i 
Rfftt^Ur^Vil'T^ K^;V£/Bv>T^tL (Molecular Cloning:A Labora 
tory Manual, Sambrook£>, Cold Spring Harbor Laboratory Press, 1989) n 
^fbcoJfi{±i{icrush and soak& (Molecular Cloning'.A Laboratory Manual, Sambr 
ook<b,Cold Spring Harbor Laboratory Press, 1989) frCTffofco 
[0 17 5] 

1ri£t>%^ -^-tt-rtLlnmole^CDR-^^^-r-f ^7*7? 4 4: 6 

'«±"e*^«l*JSItLTfirV^ crush and soak&l'T^^ [I]iRL20/* 1 O10 
mM Tris-HCl(pH7.4), ImM EDTAfcjfcfcfefllLfco PCRJ±> TaKaRa Ex Taq (SSSS 

) ^fflv\ loo// i<DfrBM&mz±momfcmm:Ltzcm-yyyT-4 

<i T-MBC1HGP1. MBC1HGP2. MBClHGP3S.U ! MBClHGP4*-e*L-?tt 1 yu U 0.25mM(7) 
dNTP, 2.5U<7)TaKaRa Ex Tncfc&ts0k^m$mffiWL*W% LT94'C^r 1 frm 
„ 55*CHT 1 72 < C^T 1 frWOiBJSHM * /WT 5 EtfTV\ $ K50pmole 

^Hl7 p 7'f v-MBClHVSlS-tniBClHVRl^Bnx.^ CfflJBt9->f * ^4" 3O0^f o/i 
o PCR&KJ: 0:8*BLfcDNAItfH*£4%Nu Sieve GTGTSf tt-* (FMC Bio. Product 

[0 17 6] 

421bpSODNA®f)t =£r^f * T n - fc-gjflfc 19 , GENECLEANII Ki t (BI0101 

iV-CifcmZ^tz^ lOmM Tris-HCl (pH7. 4) , ImM EDTA?#^20^ 1 Kmf$Ltz 0 #fc 
tLfcPCRS)Sfl^^BamHIS.tJ ? HindIIIT'm^-r ^> ZLbKXty W»U^pUC19tC-9- 

Hv/pUC19h^L/Co 
[0 17 7] 

(ii) hM<blU»cDNAOfeie>OH3»Vlg«iOfl|l6 

fflfl3«KV«*fc*PCRj5fe^ i 0 |£ffr L/io f^"/? v-MBClHVS2(iVf|ito U - ^ 
-@B^J<^5'-ilI^3- YlrhWMt^jy) ^XU _§.oKozak:3 >-fe>-9-*ia 
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m (Kozak, M, <b . J. Mol . Biol . 196, 947-950, 1987) „ Hindi IIS. &EcoRIBIiE79 * 

-IBB * 3 - F1-^DNA1B^J fc^ /f y ij ^ X U JLoC^JfcW -ffiOOSS^lI fc a - K 
LApam^SmallSltSB^J^^-r^ «fc ? tetfcffLfco 
[0 17 8] 

PCRfSTaKaRa Ex Taq(^Ki) £ffiv\ itMDNAt LT0.4yu g OhMBCHv/pUC19£ 
fflv^ y^-fv- t LTMBClHVS2^O ? MBClHVR2 : S:'?-tt-rtt50pmole, 2.5UOTaKa 
RaExTaq> 0.25nMOdNTP*^-tr^#T^#^«^«r^ffl U MTCfcTl^fllK 5 
5t:KT 1#HU 72lCfcT l^fflOW-f ^;VT?30iIff ofco PCRftfcJ: OifiPI 
L;teDNASfJt£3% Nu Sieve GTGT^'n -X (FMC Bio. Products) 5rlv^;7^fn 

[0 17 9] 

456bpft<7)DNAirM- : Sr^1-^T^n-^it^^m , 9> GENECLEANII Kit(BI0101 

/U^ifclftS^fclk 10mM Tris-HCl(pH7.4),lmM EDTA-^20^ 1 fc$gfl*Lfco » 
tt^PCR^lSm^^EcoRm^Smal-CvW'fb-r £ £ "CP* L*:pUC19K«9-/* 
n--^U Jfi3felE^J«r^5feL/io ^9 LT»$>*Lfc/W K-v#23-57-l 
37-lKife^*^^^H«LVlSi**3 - Ki-^A^Sr^U 5' -ffiO KEcoRI&O 5, 
HindIimiiE^JS.U ! KozakBB^J, 3' -m^kvalRVSmimmmtZW'?-?? * * 
K &hMBClHv/pUC19 1 L fc o 
[0 18 0] 

(2) t hMftffiflW«>3&^* * -OfllllS 
hPMltnl#HiI cDNAcOie^lJ^^-tpy^^^ KRVh-PMl f -cDNA & Apal l^BamHI X 

mitu mcmn*&trmmfr*miViL, Apai&u^amHraMti-& itia^ 

P^t/chMBClHv/pUC19^SAL^o -7 UftlLf:^7^5 K£hMBClHcDNA/ 
pUC19fc-fr£Lfc 0 ^OT'yX^ KJ±lihffl^ai23-57-137-lttfltOlW*«aO r 
thHUC^itCy l£^&> 5 , -*aH'EcoRI2StU ! HindIimi»iByiJ. 3'-3c3$KBa 
mHm»ffi5!l*SFO 0 7"7^5 KhMBClHcDNA/pUC19^*tL&l± hSHMI^-v 
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[0 18 1] 

hMBClHcDNA/pUC19 «rEcoRIS.D ! BamHI"eM<k U # <b tt^miSE^J £ DNAif M" 
Tto ^9 LT^ibtLTt^ Ymit^<D^m^y^^ K^rhMBClHcDNA/pCOSlt^ 
[0 18 2] 

£ h tcCH0»-CO^m^fflv^ fztb<D~f7* 5 K£ff»T& £#hMBClHcDNA/ 
p UC19£EcoRI£U^amHI-Cff5Hb U #^n^H$I@S^J^'^tfDNAaif>T- : l:EcoRI^.)y 5 'Ba 

f> ttfc \L h Ift|rL#(7)M7 P 7 X a K ^hMBClHcDNA/pCHOl Lfco 
[0 18 3] 

(i) fri,2/fr3,4/^ y vwtnfm 

t h Stf b#t# ( 3r 9 ) iftflWFK^i* & x. fcUIitfc^ £ SI! 

U hMftOfc&^^Oifflfi^ofco CDR2rti::*&1NRl£SSAflII$JSr 
«r £^IJffi1-£ FR1 &IF2 ttfc htrL#ffi*. FR3 SO* 4 {i^?* 

[0 18 4] 

7^7^ 5 KMBC1L( A )/neoS.miMBClL( A )/neo#10// g^rlOmM Tris-HCl (pH7. 5) 
, 10mMMgC12, InMDTT, 50mM NaCl, 0. 01%(w/v)BSA, Aflll 10U£^ 
GirZfclBm&WLlOOfi 1 BSKMft Lfco 2 %1fflK&Tar 

n-*$*/l/-em£C&abU KMBClL(A)/neo^«b6282bpO»f>t(clfci-a 
)&m022bp<^tr>t(c2fc1-&K 7*7^5 KhMBClL(A)/neo^^>6282bpOWfM-(hl 
fc1-*)RO f l022bpO»fM'(h2fc-r*) «s GENECLEANII Kit(BIOlOl) «rfflv*ry 

[0 18 5] 

Mtbfcc 1. h lWfM*4rl ^ gi:ov>TBAPfeI*ffofco DNA£ 7x; 
-^O^nn^l/A^JflW, ^*y-;Wfc^"eigjRLfc?£. 10mM Tris-HCl (pH 
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7.4), iiMwrmmo/iUzmmLtio 

[0 18 6] 

BAP&SL/c c 1 RXfh 1 ©ftf" 1 1 &^*vFtLh 2 , c 2 Iffit 4 fx 1 
t (4r, —fc) ^ ^mjM109n>^>> h«^g|gmU^o 50^g/ml T 
Vti'v'J ^fc^l-^XYT^ft^ml-eig^U ^#11^/6^ QIAprep Spin PI as 
mid Kit(QIAGEN) ^fflv^t^7^ 5 K^tHt^o 
[0 18 7] 

ffi^Lfc-/^^ F£> lOmM Tris-HCl (pH7. 5) , lOmM MgC12, ImM DTT, ApaLI 
(M.m&) 2U, XiiBamHI(SM3t)8U, HindIII(l:Mai)8U Z^lr&KlBm 

^M^Kf-e^c. lmmmikLKo c i-h 2&jEL<&mzft>r^M. a p 

aLI-e5560/1246/498bp. BamHI/HindIII"e7134/269bp<^M'fbifM-^ C £ K 
[0 18 8] 

-TtL^t: hFR1.2/V>^FK3,4^>f ? F^IJISrn- F1-£#&m^** 
-£h/mMBClL(A)/neot L£ 0 hl-c20^n->*«^?>tL^ofeW"e^ p 

UC^ * ^-±t«£ T ^ ^HEF^ ?*-},z?u-=.>yLtz 0 757 
Bfett!ft<0fcv*fc bMlb^^tV^^tfT 9 ^*^ FhMBClLa A /pUC19> Rim.3 
ft <D9m (Rabat OMfc t:i575/ &#-£87fl0 <D*uis>*>( yu J Z/>Kft 
tfctfcfc hiafl*S#L«V****tr , /9^5 KhMBClLdA/pUC194r»iafc Ltffl 

[0 18 9] 

79 * 5 FMBC1L( A )/pUC19. hMBClLa A /pUC19&£>TiMBClLd A /pUC19<^)^-10^ g 
£lOmM Tris-HCl (pH7. 5), lOmM MgC12, ImM DTT, 50mM NaCl, 0.01%(w/v)BSA, H 
indlll 16U, Aflll 4\}*^m?Z&i&m&mO / *l*'e37TZ, ItimmitLito 
Rjet8LSr2%1&l»^T5trn--^^"T?*^at»U 79*5 FMBC1L( A )/pUC19 
^ 215bp (c2 ' ) . 79*5 FhMBClLa A /pUC19& miMBCILd A /pUC19#> h •€* tt^tt 
3218bp(hal' , hdl' ) ODNAif^^GENECLEANII Kit (BI0101) *m^XY)Vfr hMU 

[0 19 0] 
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hal\ hdl' if >t * tL-etL C 2' mfr U ^mjM1093>H°x>MH^^ 

7>^<bQIAprep Spin Plasmid Kit(QIAGEN) 5rfflv^^7 7. 5 F£*S$£Ltf: 0 i 
tibZJ: fi^ffi-fy X ^ Fm/hMBClLa A /pUC19. m/hMBCILd A /pUC19 £ t tz o 
[0 19 1] 

# <b Hfz 7 ? X 5 Fm/hMBClLa A /pUC19, m/hMBCILd A /pUC19 SrEcoRI-Cff^Ht L 
fco ^tt^743bpODNA®r>Tr£ 2 %i£M*T^n-^^;l/-em^fi) t/im, GE 
NECLEANII Kit(BI010l)^fflv^-C^^^HIJR> »S£U lOmM Tris-HCl (pH7.4) , 

lniM EDTA^?S20^ IK^ML tz 0 
[0 19 2] 

^-DNAIffJt 4 ^ 1 fclt^OBAP^SLfcHEF^*-- 1 ju 1 iCitigU ^EiBjMl 
09 ^ V t: -r > > mm, %m X^tzo 50 fi g/ml T V \L v V > £ ^Tf & 2 X YTig 
«l2ml-ei##U m^S^^QIAprep Spin Plasmid Ki t (QIAGEN) £ #J V* T "7° 9 
X^ K^fflMt/io 
[0 19 3] 

tIU:#^7^^ F&> 20mM Tris-HCl (pH8. 5), lOmM MgC12, lmM DTT, 100 
mM KC1, HindIII(SM5t)8U, PvuI(SM^)2U£^^&Rj£m^20,/ 1 *T?3 
7*C^-C lB#F B T?Mfcb£o if>t75 s iEbv^lPl^#A$tL-CV^(f5104/2195bp. i£ 
^TIrJ A £ *LTV>*U£4378/2926bp^M4b8Jf>W£ Cl>iti^ 7°7^^K 

vmrnzfr-ofzo ^tt^^^tt-rtt^^xFRi^/t hERs^-f^ 1 ; ^ 

II £ ^ - Fi" & 3§5L^ * * - £m/hMBClLa A /ne(^ m/hMBCILd A /neo £: Lfco 
[0 19 4] 

(ii) FR 1/FR 2^J7V y F#L#<OfNm 

CDRlrt^^)^>SnaBI^8lf$|5fe^fiJffl1-^> £ £ Ciot, ll^CFRl £FR2?VW 
7V y F*ru#:^<«L^c 

7*7^5 FMBC1L( A )/neo&mi/mMBClL( A VneoO&lO/zg&lOmM Tris-HCl (pH 
7.9), lOmM MgC12, lmM DTT, 50mM NaCl, 0. 01%(w/v)BSA, SnaBI 6 U & 

^mir&Kmm&mQfi l^ tr^CKT 1 BSHMft Lfc 0 &K20mM Tris-HCl (pH8 
.5), 10mMMgC12, lmM DTT, lOOmM KC1, 0.01%(w/v)BSA, Pvul 6U^t^> 
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[0 19 5] 

fcfcW.*l. 5%1SM^T^rn -*Y)V-?m%mh Lfzfe, 77 X ^ KMBC1L( A ) 
/neo^^4955bp(ml)25:t) f 2349bp(m2) > ^7^^ Kh/mMBClL( A )/neo^^>4955bp(h 
ml) 25.t>*2349bp(hm2) <D&WMK £GENECLEANII Kit (BI0101) frfr h EI 

^ $gg£ t . lOmM Tris-HCl (pH7. 4) , ImM EDTA^40^ 1 L fc Q 

[0 19 6] 

ml. hmltftf-l fx 1 * tL^tthm2, m2iff>T-4 M 1 U 7Cl>mjM109 a > ^T" 

U B#®#*<bQIAprep Spin Plasmid Kit(QIAGEN) *m^X77X ^ KfcttR 

ilU:^7X5K^> lOmM Tris-HCl (pH7. 5), lOmM MgC12, ImM DTT, Apa 
I(£«jft)8U> XttApaU(SS*)2U«:'M-r*a&«'fr?S20i« l*T37lCfc:T 1 

[0 19 7] 

#BfM-* s JEt<3tjfe$*tTV>K^ Apal-e7304bp> ApaLIT?5560/1246/498bp(m 
l-hm2K Apal-e6538/766bp, ApaLI"e3535/2025/1246/498bp (hml-m2) OffrfbSfM* 

7"?* 5 KOHBtffofc. ctL^4r-€-tLWH hFRl/ 
^7*FR2,3,4;W7V ? K#MfcLg(&3- Ki~^l&m^^ * - £hmmMBClL( A )/n 

? * - &mhmMBClL( A ) /neo Lfc 0 
[0 19 8] 

bM<fc#23-57-137-l^#IJI£> PCR&K J: *CDR-^ 7 t 1 
LtZo ti hJrL#HSU03868(GEN-BANK> Deftos M^.Scand. J. Immunol., 39, 95-1 
03, 1994) E«<£>FR1. FlftROTB. &mz h #L#S25755 (NBRF-PDB) fi^<^)FR4 
tt-fZ ML hlHb#23-57-137-l3fi#lJI 3 a") OflaftOfcfcfc 6ffi 

<£>PCR7° 9 4 v-fc^ffi L7to 
[0 19 9] 
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m.-7 t ?7T4>?'7U^ -MBC1LGP1 (K?i]#^29) X. tfMBClLGP3 (Sfi^J#-^3 
0)»i-fe>^DNA|B^I*^rU ^LTCDR^^^f-^ >*"/9 >f ^~MBC1LGP2(E^J 
#-^31)^mffiClLGP4(@B^J#-^32) f±T V^DNAE^J Sr^t U * LT^-tL-p 
*L^9-f •^-^W»^15* k e>21la)Offi»»BB9!l** , t*o ra^7-f v-MBClLV 
Sl(ia^J#^33)^mffiClLVRl(BB^J#-^34){iCDR^^7x^ V*"79>r v-MBCIL 
GP1& tfMBClLGP4 t^ny-i & o 
[0 2 0 0] 

CDR-^^-r-f >^7^>fv-MBClLGPl> MBC1LGP2, MBC1LGP3S. 0*MBC1LGP4 \t 
MMWk^V )^T< Y-y^^m^XfrML (Molecular Cloning:A Laborat 

ory Manual, Sambrook h, Cold Spring Harbor Laboratory Press, 1989k Yfrfr 
f>Ojft{iitecrush and soak^ (Molecular Cloning:A Laboratory Manual, Sambroo 
k^.Cold Spring Harbor Laboratory Press, 1989) t'T^fo tz Q 
[0 2 0 1] 

•f%t>%, ^^mnmole^CDR-^9 7 7M V 77*7 4 v-4r 6%3Ete# i ; T 

i-CJUdWR^JRUtU-Cffv^ crush and soak^^T^;V^^>llIJRb20/z l^lOmM 
Tr i s-HC 1 (pH7 . 4) , ImM EDTAigifc K MM L o 
[0 2 0 2]' 

PCRfi. TaKaRa Ex Taq (^M5t) 4r/Bv* % 100// 1<7)RJS , ?1^*^H±IB<7)#^ 
L fcCDR- ^^fr/^'f-v -MBC1LGP1, MBC1LGP2, MBC1LGP3S. LHMBC1LG 
P-i&^fr-^tUyu k 0. 25mMtf>dNTP, 2. 5UOTaKaRa Ex Taq£^tf#M^$Mtf^lft 
L-C94*C^-C 1 55TC^-C 1 #BU 72*C^T l frlBJ^ifia^M * ;v 
-e 5 Hff £<7>&j£M^&K5()pmole<^S&7 , 7 << ^-MBClLVSl&mffiClLVRl 
fcillx.* $ "b £RI * ^-tr30HIKS$^/Co PCR&lw X t) £fl LfcDNABf 

Jt£3%Nu Sieve GTC7#n (F1C Bio. Products) fcfflW^Ttfn-^/l/m 

[0 2 0 3] 

421bp^<^DNAKfM" t **"t & T # n - X Jt * W l) > GENECLEANII Kit (BI0101 

)*m*<\ *y Ymtn^fKifcwMmKzmgkvtzo #^tt^pcR^jsm^ 

H5iE# 2003-3079275 



Sfcm 2002-334081 



^-i? : 56/ 



^BamHI^miindIII-eM<b-r £ - t \Z £ *) 1» L^pUC^;:^^ n - - V ^ L 
. :t&gie?iJ£$:5eL*:o £? LT#fbtL^y^^^ K«rhMBCL/pUC19t^L^ 
o t^t^^^CDR4^104ii(KabatOil,^^«t-2>T^/m#-S-96^:) W7^i 

H^ClI£P10R(K?iJ#^35)£l£ftU LfcoPCRJiTaKaRa Taq(SM3£) £JB 

bT0.6^gO-7°^X^ KhMBCL/pUC19. "7° 9 
LTIffiClLVSlS.mffiClLGPlOR^-etL-ettSOpmole^ 2.5UOTaKaRa Ex Taq 

LT94°CKT 55^^X1^. 72^ 1 ^30[ItfT 

o fc 0 PCR&K X *) ifipl L/cDNAifM- & 3 % Nu Sieve GTGT #n - X (FMC Bio. Pr 
oducts) £ T STn - * ^m^lfc * 9 L^o 
[0 2 0 4] 

421bpg<£>DNA®rJt fc^f & T #n -XfrZWW «J > GENECLEANII Kit (BI0101 

^BamHI^miindllirm^-r Sifcia^S L£pUC19 n - - > ^ L 

tz 0 

[0 2 0 5] 

M13 Primer M47"? 4 v-;fttflI13 Primer RV7°9 ^fflV^T^SB^J*^: 

t^BlnmmbU 416bptf>8frJf £ 1 % T # n - * sffrWMMM) t~ ^ D#*Lfco G 
ENECLEANII Kit(BI0101) £fflv\ *y h^fj-<^^lc$fev»DNA»f>tS:»»Lfeo 
# <b tLT^PCRRJSm^^ ^HindIII^.O f BlnIT'rmk1- & £ t K X 9 IMS t fc 7*9 7, 
U'CA /pUC19 U 7° 9 7s \ KhMBClLa A /pUC19 1 $r%, Ltz 0 Z<V?97 
5 K&EcoRlMftU \zYm4\&fc*x-F+&Wffl*&t*&W*'7 < 7X* KpCOS 

9 fcLfco £? LT#«btL7^7 p 9^^ K FhMBClLa A /pCOSlh^L/io tH 

•To * fc> /Wa>aOT^ mSS^J «r@B^J#^47^^i- 0 
[0 2 0 6] 
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;^^3>"b" £PCR& ^Hig A * TfNK L fz 0 ^va^b't 
te43fc (KabatO&fcfc J: * T ^ J m#^"43fi) O^J'»*^n^K, 49fc (K 
abatO»36fc <£ •?> T ^ 7 m#-^49{&) O'jWtTW 3f >Bfe£3EE't * J: ? 
KRtt Lfco SE*JR^9 ^-MBClLGP5R(@B^iJ#-^36) 7° 7 4 ^-MBCILVSIK 
X 0 7°9* ^ KhMBClLaA/pUC19*iiafc LTPCR^ffv^ # £> *Lrt:DNA$ffi- £Bam 
HmmiindlllT^mbL, P UCl9^BamHI, HindlllgMfrK^T** n-->/U. 
*ttB£!lftj£SL WR»3BIindIIIR«0 t AflII-CM<bU, Hindlll^tfAf 
UfchMBClLa A /pUC19 fcJiift Lfc 0 
10 2 0 7] 

id fCWbttfc 7*9*3 K£hMBClLbA/pUC19£ U K&EcoRI 
•erMfcU t: hfflflSL«&3- Ki-^DNAt^trUfM-Sr^^^ KpCOSlK^AL 
„ EFla ynt-^-^Tll-t h fcL«l<& BB*& 3 K > £ £ $ U tz 0 
:H T# ttfc 7^ 7* 3 K SrhMBClLb A /pCOSl i: L fc„ 
[0 2 0 8] 

t±84ft (Kabattf>5&5£fc J: & T 3 7 m#^80fi) O-k'JVt^nVV «fc 
9 Kl&it- Lfc 0 3E*BC "7*9 ^-MBClLGP6S(@S^iJ#-^37) 7" 9 >f V-M13 Prime 
r mzX I) :/9* 3 KbMBClLaA/pUC19£ilMfc LTPCR&flv^ #^>tt^DNA®f 
if £BamHI&mUndIIIT~M^U BamHI^U 5 HindIII"eM^-t^ i J: *) MM t 
^pUC19^"9-7*^ n - =. y y Vtz 0 
[0 2 0 9] 

<bL^hMBClLaA/pUC19t^L7^o ^Httfo^^^? K4rhMBClLc A/p 
UC19fcU KSTftORR^EcoRim-ftU hSHtUIS: a - K1"&E 

81 t-frtr 15?!] & 7°9 *3 KpCOSlOEcoRIgM&KSA U EF1 « 7* n * - 9 - <£>T 

5 K £hMBClLc A /pCOSl ^ L 
[0 2 10] 

;W3>"d" . "e" W" f " *PCRfttcJt4gEll*A*fflv>-Cf^»Lfeo 
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y 3 >^ JEK" a " ^ " b " „ " c " 5> a :x4>9H£(Kabat<7>m5eK £ 

^^^'l'^-MBClLGPllR(lB^J#-f-38)i:7'^-1 >, v-M-Sl (Sfi?iJ#-^44) 

* *L^tLhMBClLa A /pCOSl, hMBClLb A /pCOSl, hMBClLc A /pCOSl L TPCR 

£^ v ^ ^^ttfcDNASIfM-^BamHIS.miindlll-CrmbL, BamHI&miindlll-eM 

dlllRWBlnl-cmfl: U HindIIIS.U f BlnI-eM'fki- a £ J: »> PUK Lfc C A /pUC 

[0 2 111 

£ i LT# ib tt/i ^9 * ^ K£JHKhMBClLd A /pUC19> hMBClLe A /pUC19. hMBC 
lLf A/pUC19t tTto itLiboy^X^ KSrEcoRlMfcU HHM*3-K 
-r^Se^J^^tfiS^J^T 9 ^^^ KpCOSlOEcoRlSPfiUSA U EFl«-7 0 o-=e-^ 

^7X5 K£ -ett^ttJlllChMBClLd A /pCOSU hMBClLe A /pCOSU hMBClLf A /pCOS 

1 £l L fz o 

[0 2 12] 

A-y 3 /'g" StTh" ^rPCR^^ia^m^X^fflv^Tfpmt^o 
y'3>Hira" ^ " d" /^-va >036^(Kabat<7)^5elwJ:^T^ 
36{&) OK^f^>*f:n-»i:SItai ? fctfcttbfco ^H^-f ^~MB 
ClLGP9R(BE^J#-f-39)S.mil3 Primer RV& 7" 9 >f 2: tti^T, hMBClLa A / 
pUC19£#IM£ LTPCR£1tv\ #*bitrt:PCRj^%£M13 Primer M^-fy^^-t 
LXm^r, -fy^^ FhMBClLaA/pUC19£#IMt LT£ kfcPCR&fr o/io #«b 
tL^DNAKfM-SrHindlllS.t^BlnlT'^bL, HindlllS. tfBlnl-Cifrffc"** t £ "CP 
1U^7X5 KC A/pUC19^-9--7*^n-^.>^L7to iOT^^S K«r»M 
t LT, -/9>f v«-MBC1LGP13R(K^J#^-40) tMBClLVSl£ -f LfcPCR 
fcftofco ^ibtL^PCRSf^^ApalS.^TIindllT^kL, Apal^tftUndlll-eMffc 
Ltz77X< KhMBClLa A /pUC19^ttMiMBClLd A /pUC19 KMX L ^ o i&^IS^'J £ * 
SeU iELv^iJ^-g-tf^^^^ K^M^bMBClLgA/pUC19S.miMBClLhA/pUC19 
fcU £*L5»C5^9^5 K*WRS»fEcoRIt|!MbU hMftUMfca- rt&K 
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?|J *&ttWffl & ~7 ? * 5 KpCOSl cDEcoRIgjtfi A t * EF1 « ^ - * - 

5 K * tt-rttJK KhMBClLg A /pCOSl^ yhMBClLh A /pCOSl t ifr £ L 0 
[0 2 13] 

^-i?.a>" i" , " j" , "k" > " 1" > "m" , "n" Wo" £PCR£fcK£ 

h^m^x^m^x^^tzo ^n-7°^-r ^-MBciLGPi4s(ie^j#^4i) ty? 

4 -7-V1RVC A ) (@S^iJ#^-43) Id «£ 0 X 5 KhMBClLa A /pUC19£#IM t LTPCR 

tf^tL/iDNAKfit^Apamt^liiI-evmbL, ApaI&0^lnmMfc1-& - 
t ^IML*::/?;^ KhMBClLgA/pUC19H-9-/^n-^-V^L/Co 

$LLfz 0 £d l,X%btifz77X^ K£hMBClLxA/pUC19 (x = i , j , k, 1 
, m, n, o) fcU Z.<D?7*i* FfcEcoRIvmtU hM'ffcIJji& ^ - K1"& 
le^iJ £ ^ tf W>M * 7 *7 * ^ KpCOSl ©EcoRlM: \zm A L , EF1 « 7° n •=£ - ? - (D 

X5 K&hMBClLxA/pCOSl (x=i, j, k, 1 , m, n, o) t^Ltz 0 
-Vg>"j" , "1" , "m" ZtfPo" O^K?!! (WJEB-t*T-5y»«r*tr) 
* * tUftlMPm^W, 68> 69> 70 IC^-To Zfz, Ztlb <D&/*~ v a > <D T 5 
y^^***^*^^*^"^ 49, 50, 51^1" o 
[0 2 14] 

;^ 3 >"p" „ "q" ; "r" , "s" RTF f t±> ^-5>aV"i" > " j 
" , "m" , "1" Xii"o" ©75 y^@a^ij<087fi^^n v>%-f vn-f 
t^Lf:A-y a VCfc ij , FB3rt^**«0R»3(fAor51MI«JBf»t£4:?UM It, 
;^y' 3 >»h" #/1-y3>"i" , "j" , "m" , "1" XI*" o" t-O* 
g&x.ZZ.tK£*)fmL1zi><0"Q$>&o ?&t>*>* KhMBClLx A / 

pCOSl (x=i, j, m, 1, o) >f, CDR3ifemcFR3©-*^S.a ? FR4=Sr^rtfAor51 
HI©rtf-514bp£l&§, ii^HS^X? KtiMBClLhA/pCOSl*, am&XfiK¥B3 
<0-^O f FR4^^-tfAor51HIif>t514bp*o^ CZtKX *) 9 lift. (Kabat <D §i/E £ 
i^7$y afeS-^tiO n V v n ^ ~> > t & <fc d 1 7t G m^SB^J 
ftjgSrffv^ #/t-$>3 >" i " > " j " , "m" , "1" RZF' o" 091®. (Kabat 
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>£M^U ^jS-t-^^-V3>^^^-rtL"p" . "q" > "s" , "r" 

t" t U ^htitz^^XS. K£hMBClLxA/pC0Sl (x = p, q, s, r, t) 

tfr^vtzo /N*-v?3>"q" > "r" , "s" Rtrt" ommmn WB-f&r 

ZSMZ^tf) ^-etL-rtL@S^iJ#-^71> 72. 73, 74^^1- 0 ttz, ZtibO&s? 
[0 2 15] 

^7^5 FhMBClLqA/pCOSl^HindIII25.^EcoRI-evi'fbL, Hindlll&t^EcoRI 
KpUCl^^^n-^V^L, 79;* 3 KhMBClLqA/pUC19 

[0 2 16] 
»2] 
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[0 2 17] 

*K Y^ui/y, Pfiyny^ Kl±Vi?>, Vtt^rA DttT*-*? 
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fc*5. KhlffiClHcDNVpUCl9^tJ s TiMBClLqA/pUCl9^^1-^>^:lf'® 
{^Escherichia coli JM109 (hMBClHcDNA/pUC19) S-tf Escherichia coli JM109(hM 

BciuA/ P uci9)t tr, wmmmi&M&T m*m<> 

<«TrfrJ|tlTl l#3-^) W£8#8j?15Bfc, Escherichia coli JM109 ( 
hMBClHcDNA/pUC19)lCOV^-C{iFERM BP-5629 N Escherichia coli JM109 (hMBClLq 
A/pUC19)fcov*TttFERM BP-5630*: Lt 1 /^ 

i 

[0 2 18] 

(5) COS-7tM^<7) h7>^7l^V3> 

? Ktfftfc&tfli hlI'fk#23-57-137-ltrL#^^uM^^Mft^<y f 4 , ^f&tt 

t>*>LW^4 7V v WOHIttM-Cli, 7^** KhMBClHcDNA/pCOSlfch/ 
mMBCIL ( A ) /neo, hMBClHcDNA/pCOSl t m/hMBClLa A /neo* hMBClHcDNA/pCOSl t m/h 
MBCILd A /neo^ hMBClHcDNA/pCOSl hhmmMBClL( A )/neo. X(±hMBClHcDNA/pCOSl t 
mhmMBClL(A)/neoi:Om^^-^ : S:^ Gene Pulser^«(Bio Rad) ^fflv^x V? 
>n#V-i >K£ ^C0S-7JWfttH«fieK«Xtfc. EBS(-)*fc 1 X107MJ& 
/ml <7)!ffl]»m-C« £ *VC ^ & C0S-7»0. 8ml K , KDNA 10// g£ 

ira*^ 1,500V, 25^Fo»m#*^-c^^^«:#x.feo M^-rio^-woigtsaa 

HJO^, xl/^>n*>-va V^a^tt^aaife* 2 %£>Ultra Low IgG^vflfr 
^JflL^(GIBCO) *-M"-t 4DMElWf««t(GIBC0) «*3i U 10afl*&*m«:fflv^rC02 

[0 2 19] 

KYmM23-57-137-mfc<V-M&$m-e^ KhMBClHcDNA/pCOSl ^ 

hMBClLx A /pCOSl (x = a ~ t ) OV^ft^&^frHirfcGene Pulser^S(Bio 

Rad) &ffiv>-c, uwb/w y v ? vmt<o*&tm&«>l3&K «t ^ C0S-7MK h 
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{i. AffiGel Protein A MAPSII^ry h (BioRad) £JBv>*t\ *y Yffitt<0#U%te$£ 

[0 2 2 0] 

(6)ELISA 

(i) mmstonte 

%ifcmmmfeOtztb<DEU.SA7l'- Y Z&<D£i K IT»1/;o ELISAJS967C 
h (Maxisorp.NUNO^^^Hffi^^y 7 r — (0.1M NaHC03 > 0.02% NaN3 

)-ei fiig/miomm^m$kLtz^*r%L}z > igGSt^dAGo) ioo ^ i-e@M; u 200 

^ 1 <Pf|ftR/* -777- (50mM Tris-HCK ImM MgC12, 0. 1M NaCU 0. 05% Tween2 

o. 0.02%NaN3> 1% ftitr;^5 > (bsak P H7.2) -erny^v^ ^ 

KXJyic^-h t PBS-Tween20T^^. W 1 J7*^7r^- -b*^^ 

MgG^L#(TAG0)100^ l«riPx./Co 1 B^M^T^ h LPBS-T 

ween20"C«fe^O^ lmg/mlOSK*#&(Sigmal04, p -^fD7x^'J >Bk S 
IGMA) fciDx.* ^tc405nm-C<7)igbfcflE4r v>f ^nT'V-h'J-^- (Bio Rad)t?S0 
^Lfco K^: LT, Hu IgGl A Purified(The Binding Sit 

[0 2 2 1] 

(ii) trQlI^tgOM^ 

I&£-8I560 f z tb <DELISK7 V - b CttiliL^o ELISAffl96 

^V-f^^ mmfts *y 7 T - 1? 1 ^ g/ml PTHrP (1- 

34) 100// l-eHWfcL/Co 200// l<D5fr%i^y 7 7-t7*n '7 3r>^<7)^ >W 7* 

a^- h LPBS-Tween20-e$fc$-f£> WJ7t^77^ -^g^^ifC^ > IgG 
3fi#:(TAG0) 100 fx IKMktZo >^fa^~ h LPBS-Tween20T^&-<^ 

, lmg/ml<7)&K^(Sigmal04, p-->n7x-;i/'J>E SIGMA) £ in x.^ ^ 
lC405nm-eo^E^^^ ^ n^V- h U (Bio Rad^iffll^L/io 
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[0 2 2 2] 

(i) t M[HbHfl<oiHffi 

(ii) /W/y y K#L#Oi&te 

( i i-a) FR1, 2/FR3, 4^^f7 V v K#b# 

L§t#%/mMBClL( A ) Oft^, < "btL^^o tztiK m/hMBClLa A £> £ 

v^im/hMBClLdA oa^ivv-ffrfc y#23-57-137-l#L#£ |sJ^fS^?£tt£ 
^L^o £*L<s><&*t*tt, FB3,4»±liMafl*uffi:U-CW«*v^ FRISKS 

(ii-b) FRl/FIE^ TV y Vm$ 

L» ? mhmMBClL( A ) <Olfrk, flHtt±^ < ©«> «b *L&#o fc^ hmmMBClL( A ) O 
^{i^r^7#23-57-137-ltrL#i:^O^Ste*^U^o FR 

(iii) 

s "o" , "q" > "r" , "s" > "t" *m-t2>^yMft&imz** t 7ifcfotm 

f^PTHr P%k&m*7FLtto 
[0 2 2 3] 

(8) c h o&ttwmte<omiL 

J&(DXB11) i:IAL/; 0 

t^fc^t Mi»^l4i»f CHOM^m^^^^ KhMB 
ClHcDNA/pCHQl k hMBCILm A /pCOSlXiihMBClHcDNA/pCHOl i: hMBClLq A /pCOSl & & 
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V^ihMBClHcDNA/pCHOlfchMBClLr A/pC0SlO)S.*#*>^i"C. Gene Pulser^«(Bio 

fflv^o pbs(-)^icixio7 mm/mwmMm&xmmztix^&cnmmo.smnz 

„ ^7X^ KDNA lOjugZm*.. 1,500V, 25^F^m^*^T/N°;V^ 

%^v^SJfiLVt(GIBCO)^ijn. MEM-aJ*N&(GIBCO)K:«»U 96^7^- h (Falco 
n)£fflv>TC02 ^V^^-^-KTJ&fcLfco Jg*W*&KBfc, 10% ^ J&iB 
jfiLVt(GIBCO)S.ti f 500mg/ml<^GENETICIN (G418 Sulfate. GIBCO) &ftk 
UtZs VR&t** ^v'J^^tv K^^MEM- « (GIBCO) OliR** 

[0 2 2 4] 

tra Low IgG* 5/l&JBjkJ*»Ik U ^ * K&tfr**^ 9 VXv 

^IIIlRLs 0.2//mcO7^;V^- (Millipore) £ £ *) fffiBMfi- £ Bfc* Lfco CH0 
mm<D^m±m^ MftffitfWfflNRtt. POROS^n -r A >A# 7 A (PerSep 

tive Biosystems) fcffl^T, ConSep LC100 (Millipore) fcT*tt©*!s#fcfl£o 

[0 2 2 5] 

5] +*I«140ffl5fe 

«*R0S17/2.8-5^^^fflv^T^To^ 0 -f-£fr*>. R0S17/2.8-5TO«r. 10%4=- 
j^Blfort (GIBCO) fc^trHam'S F-12*&% (GIBCO) C02 -f>^ra^->- 
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■etgmLfZo R0S17/2.8-5HB^Sr965t^V-h^l04 

! HP^^U 4mMcOHydrocortisonetlO%^^JflLVt : S:#tfHam , S F-12^m(GIB 
CO) K&M-t 2>o S<bK3&v>L4H L tzWt, 260 // 1 <£>Ham' S F-12^% (GI 

BC0)KT?5fcif<-U ln*iO>f V^fW-^f^ 3r^>^> (IBMX. SIGMA)S.Z/10 
o /o (D^^jfiLvftlOmM^HEPES £^t>80 lOHam' s F-12£#nx., 3053^37^ 

[0 2 2 6] 

lO^g/mK 3.3^g/ml> 1. l/zg/ml^.^0.37^g/mlO^ 10/ug/mU 2^g/mU 0.5 
yug/ml^.t/O.Olyug/mKT)^ XfilO/zg/mU 5/*g/mk 1.25^g/ml> 0.63^g/ml 
#.1^0. 31 jtzg/ml^i^l&I^WU 4ng/mn'pmU^FIHrP(l-34) fc^i^L 
> ^irG#tFrarP(l-34)^m^80^1^^^^nt/Co ^fr(fcO#3«mi±Ji 
IB#L##E?> 4 1 \z ta *) , PTHrP (1-34) O^JKte 1 ng/ml £ & & o 10#t?9^. 
tCT^SL*:^ it*±?t£irc. PBSlCT3®^LfcL*:^ 100 // 100.3% 

|g§§ £ -t^ C AMP EIA ki t (CAYMAN CHEMICAL* S) ffr* OEIA; ^777- 
120/i l**inibcAIIP*Jll|ffi^ cAMP EIA kit (CAYMAN CHEMICAL' S)mt<D^jK 

-5>aV©3-£„ 9 lfi n y>^^fyn^» Cfftlfc^*- v a >" q '\ " 
[0 2 2 7] 

[0 2 2 8] 
[Bfll*] 
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SEQUENCE LISTING 
<110> CHUGAI PHARMACEUTICAL CO. , LTD. 

<120> Therapeutic agent for chondroma and/or chondrosarcoma 
<130> P02-0339 

<140> 
<141> 

<160> 85 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Inventor; Yoshikawa, Hideki; Miyaji, Takahiro 
. <220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 1- 

aaatagccct tgaccaggca 20 

ffiSE# 2003-3079275 
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<210> 2 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 2 

ctggttcggc ccacctctga aggttccaga atcgatag 

<210> 3 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 3 

ggatcccggg ccagtggata gacagatg 

<210> 4 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 4 

ggatcccggg tcagrggaag gtggraaca 

<210> 5 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 5 

gttttcccag tcacgac 

<210> 6 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 6 

caggaaacag ctatgac 

<210> 7 
<211> 31 
<212> DNA 



ttiiE# 2003-3079275 



#I£ 2.0 0 2-3 3 4 0 8 1 
<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 7 

gtctaagctt ccaccatgaa acttcgggct c 

<210> 8 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 8 

tgttggatcc ctgcagagac agtgaccaga 

<210> 9 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 9 

gtctgaattc aagcttccac catggggttt gggctg 
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<210> 10 
<211> 41 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 10 

tttcccgggc ccttggtgga ggctgaggag acggtgacca g 41 

<210> 11 
<211> 109 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 11 

gtctgaattc aagcttagta cttggccagc ccaaggccaa ccccacggtc accctgttcc 60 
cgccctcctc tgaggagctc caagccaaca aggccacact agtgtgtct 10' 

<210> 12 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 12 

ggtttggtgg tctccactcc cgccttgacg gggctgccat ctgccttcca ggccactgtc 6( 
acagctcccg ggtagaagtc actgatcaga cacactagtg tggccttgtt 1- 

<210> 13 
<211> 98 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 13 

ggagtggaga ccaccaaacc ctccaaacag agcaacaaca agtacgcggc cagcagctac I 
ctgagcctga cgcccgagca gtggaagtcc cacagaag ! 

<210> 14 
<211> 106 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 14 

tgttgaattc ttactatgaa cattctgtag gggccactgt cttctccacg gtgctccctt 
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<210> 15 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 15 

gtctgaattc aagcttagta cttggccagc ccaaggccaa ccc 43 

<210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 16 

tgttgaattc ttactatgaa 20 

<210> 17 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

tBfiE# 2003-3079275 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 17 

caacaagtac gcggccagca gctacctgag cctgacgcc 39 

<210> 18 
<211> 39 

•I 

<212> DNA - 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 18 

gtagctgctg gccgcgtact tgttgttgct ctgtttgga 39 

<210> 19 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 19 

gtctgaattc aagcttagtc ctaggtcgaa ctgtggctgc accatc 46 
<210> 20 
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<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 20 

tgttgaatte ttactaacac tctcccctgt tgaa 

<210> 21 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 21 

gtctaagctt ccaccatggc ctggactcct ctctt 

<210> 22 
<211> 48 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 22 

tgttgaattc agatctaact acttacctag gacagtgacc ttggtccc 48 

<210> 23 
<211> 128 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 23 

gtctaagctt ccaccatggg gtttgggctg agctgggttt tcctcgttgc tcttttaaga 60 
ggtgtccagt gtcaggtgca gctggtggag tctgggggag gcgtggtcca gcctgggagg 120 
tccctgag 128 

<210> 24 
<211> 125 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 24 

accattagta gtggtggtag ttacacctac tatccagaca gtgtgaaggg gcgattcacc 60 
atctccagag acaattccaa gaacacgctg tatctgcaaa tgaacagcct gagagctgag 120 

„ 0 „ 0 ^ 125 
gacac 



tbSE# 2003-3079275 



#0 2002-334081 



^-v : 76/ 



<210> 25 
<211> 132 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 25 

ctaccaccac tactaatggt tgccacccac tccagcccct tgcctggagc ctggcggacc 60 
caagacatgc catagctact gaaggtgaat ccagaggctg cacaggagag tctcagggac 120 
ctcccaggct gg 

<210> 26 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 26 

tgttggatcc ctgaggagac ggtgaccagg gttccctggc cccagtaagc aaagtaagtc 60 
atagtagtct gtctcgcaca gtaatacaca gccgtgtcct cagctctcag H 

<210> 27 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 27 

gtctaagctt ccaccatggg gtttgggctg 30 

<210> 28 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 28 

tgttggatcc ctgaggagac ggtgaccagg 30 

<210> 29 
<211> 133 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 29 

acaaagcttc caccatggcc tggactcctc tcttcttctt ctttgttctt cattgctcag 60 
gttctttctc ccagcttgtg ctgactcaat cgccctctgc ctctgcctcc ctgggagcct 120 
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<210> 30 
<211> 118 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 30 

agcaagatgg aagccacagc acaggtgatg ggattcctga tcgcttctca ggctccagct 60 
ctggggctga gcgctacctc accatctcca gcctccagtc tgaggatgag gctgacta 118 

<210> 31 
<211> 128 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 31 

ctgtggcttc catcttgctt aagtttcatc aagtaccgag ggcccttctc tggctgctgc 60 
tgatgccatt caatggtgta cgtactgtgc tgactactca aggtgcaggt gagcttgacc 120 
gaggctcc 

<210> 32 
<211> 114 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 32 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca ccctcacaaa 

•i 

ttgttcctta attgtatcac ccacaccaca gtaatagtca gcctcatcct caga 

<210> 33 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 33 

acaaagcttc caccatg 

<210> 34 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 



mSE# 2003-3079275 



#® 2002-334081 



^-v : 80/ 



<400> 34 

cttggatccg ggctgacct *9 

<210> 35 
<211> 75 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 35 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca cgtacacaaa 60 
ttgttcctta attgt 75 

<210> 36 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 36 

aaaggatcct taagatccat caagtaccga gggggcttct ctg 4: 

<210> 37 
<211> 46 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 37 

acaaagctta gcgctacctc accatctcca gcctccagcc tgagga 1 

<210> 38 
<211> 111 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 38 

cttggatccg ggctgaccta ggacggtcag tttggtccct ccgccgaaca cgtacacaaa 
ttgttcctta attgtatcac ccacaccaca gatatagtca gcctcatcct c 

<210> 39 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 39 
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42 



<210> 40 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 40 

cgagggccct tctctggctg ctgctg 

<210> 41 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 41 

gagaagggcc ctargtacst gatgrawctt aagca 

<210> 42 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 42 

cacgaattca ctatcgattc tggaaccttc agagg 

<210> 43 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 43 

ggcttggagc tcctcaga 

<210> 44 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 44 

gacagtggtt caaagttttt 
<210> 45 
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<211> 118 
<212> PRT 

<213> Mus musculus 
<400> 45 

Gin Leu Val Leu Thr Gin Ser Ser Ser Ala Ser Phe Ser Leu Gly Ala 

15 10 15 

Ser Ala Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Leu Lys Pro Pro Lys Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Asp Arg Tyr Leu Ser He Ser 
65 70 75 80 

Asn He Gin Pro Glu Asp Glu Ala Met Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Val 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 46 
<211> 118 
<212> PRT 

<213> Mus musculus 
<400> 46 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly 

mSE# 2003-3079275 



!&m 2002-334081 



^-s? : 85/ 



15 10 15 

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

20 25 30 

Gly Met Ser Trp He Arg Gin Thr Pro Asp Lys Arg Leu Glu Trp Val 

35 40 45 

Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Phe Tyr Cys 

85 90 95 

Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly Gin Gly Thr 

100 105 110 

Leu Val Thr Val Ser Ala 
115 

<210> 47 
<211> 116 
<212> PRT 

<213> Homo sapiens 
<400> 47 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp His Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 

35 40 45 

Lys Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 
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50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly 
115 



<210> 48 
<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 48 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

I 5 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 
85 90 95 
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Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 49 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 49 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 I 5 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly lie Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 50 
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<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 50 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 51 
<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 51 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 
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1 5 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 52 
<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 52 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 
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50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 53 
<211> 118 
<212> PRT 

<213> Homo sapiens 
<400> 53 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Leu Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 
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100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 54 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 54 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 HO 

Thr Val Leu Gly Gin Pro 
115 

<210> 55 
<211> 118 
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<212> PRT 

<213> Homo sapiens 

<400> 55 

Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala 

15 10 15 

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser Thr Tyr Thr 

20 25 30 

He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg Tyr Val Met 

35 40 45 

Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly He Pro Asp 

50 55 60 

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu Thr He Ser 
65 70 75 80 

Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly Val Gly Asp 

85 90 95 

Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly Thr Lys Leu 

100 105 110 

Thr Val Leu Gly Gin Pro 
115 

<210> 56 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 56 

Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin Pro Gly Arg 
15 10 15 
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr 

20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 

35 40 45 

Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro Asp Ser Val 

50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly Gin Gly Thr 

100 105 HO 

Leu Val Thr Val Ser Ser 
115 

<210> 57 

<211> 411 

<212> DNA 

<213> Mus musculus 

<220> 
<221> CDS 
<222> (1)..(411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 57 
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atg aac ttc ggg etc age ttg att ttc ctt gee etc att tta aaa ggt 
Met Asn Phe Gly Leu Ser Leu He Phe Leu Ala Leu He Leu Lys Gly 

-15 -10 -5 

gtc cag tgt gag gtg caa ctg gtg gag tct ggg gga gac tta gtg aag 
Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Lys 

-11 5 10 

cct gga ggg tec ctg aaa etc tec tgt gca gee tct gga ttc act ttc 
Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

15 20 25 

agt age tat ggc atg tct tgg att cgc cag act cca gac aag agg ctg 
Ser Ser Tyr Gly Met Ser Trp He Arg Gin Thr Pro Asp Lys Arg Leu 
30 35 40 45 

gag tgg gtc gca ace att agt agt ggt ggt agt tac acc tac tat cca 
Glu Trp Val Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro 

50 55 60 

gac agt gtg aag ggg cga ttc acc ate tec aga gac aat gee aag aac 
Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 

65 70 75 

acc eta tac ctg caa atg age agt ctg aag tct gag gac aca gee atg 
Thr Leu Tyr Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met 

80 85 90 

ttt tac tgt gca aga cag act act atg act tac ttt get tac tgg ggc 
Phe Tyr Cys Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly 

95 100 105 

caa ggg act ctg gtc act gtc tct gca 
Gin Gly Thr Leu Val Thr Val Ser Ala 
110 115 



48 



96 



144 



192 



240 



288 



336 



384 



411 



<210> 58 
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<211> 411 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1) . . (411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 58 

atg ggg ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga ggt 
Met Gly Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly 

-15 -10 -5 

gtc cag tgt cag gtg cag ctg gtg gag tct ggg gga ggc gtg gtc cag 
Val Gin Cys Gin Val Gin Leu Val Glu Ser Gly Gly Gly Val Val Gin 

-11 5 10 

cct ggg agg tec ctg aga etc tec tgt gca gee tct gga ttc ace ttc 
Pro Gly Arg Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

15 20 25 

agt age tat ggc atg tct tgg gtc cgc cag get cca ggc aag ggg ctg 
Ser Ser Tyr Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
30 35 40 45 

gag tgg gtg gca ace att agt agt ggt ggt agt tac acc tac tat cca 
Glu Trp Val Ala Thr He Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Pro 

50 55 60 

gac agt gtg aag ggg cga ttc acc ate tec aga gac aat tec aag aac 

ffiiE# 2003-3079275 



48 



96 



144 



192 



240 



288 
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Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn 

65 70 75 

acg ctg tat ctg caa atg aac age ctg aga get gag gac acg get gtg 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 

80 85 90 

tat tac tgt gcg aga cag act act atg act tac ttt get tac tgg ggc 
Tyr Tyr Cys Ala Arg Gin Thr Thr Met Thr Tyr Phe Ala Tyr Trp Gly 
95 100 105 

■i 

cag gga ace ctg gtc acc gtc tec tea 
Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 

<210> 59 
<211> 11 
<212> PRT 
<213> Homo sapiens 

<400> 59 

Lys Ala Ser Gin Asp Val Asn Thr Ala Val Ala 
1 5 10 

<210> 60 
<211> 7 
<212> PRT 

<213> Homo sapiens 
<400> 60 

Ser Ala Ser Asn Arg Tyr Thr 
1 5 

mfflfc 2003-3079275 
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336 



384 



411 
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<210> 61 
<211> 9 
<212> PRT 

<213> Homo sapiens 
<400> 61 

Gin Gin His Tyr Ser Thr Pro Phe Thr 
15 

<210> 62 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 62 

Pro Tyr Trp Met Gin 
1 5 

<210> 63 
<211> 16 
<212> PRT 

<213> Homo sapiens 
<400> 63 

Ser He Phe Gly Asp Gly Asp Thr Arg Tyr Ser Gin Lys Phe Lys Gly 
15 10 15 

<210> 64 
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<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 64 

Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 
1 5 10 

<210> 65 

<211> 411 

<212> DNA 

<213> Mus musculus 

<220> 
<221> CDS 
<222> (1). . (411) 

<220> 

<221> ma_peptide 
<222> (58) . . (411) 

<400> 65 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec caa ctt gtg etc act cag tea tct tea gcc tct ttc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Ser Ser Ala Ser Phe Ser 

-11 5 10 

ctg gga gcc tea gca aaa etc acg tgc ace ttg agt agt cag cac agt 144 
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Leu Gly Ala Ser Ala Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag caa cag cca etc aag cct cct aag 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Leu Lys Pro Pro Lys 
30 35 40 45 

tat gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tct gga tec age tct ggt get gat cgc tac ctt 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Asp Arg Tyr Leu 

65 70 75 

age att tec aac ate cag cca gaa gat gaa gca atg tac ate tgt ggt 
Ser He Ser Asn He Gin Pro Glu Asp Glu Ala Met Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tat gtt ttc ggc ggt ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aag gtc act gtc eta ggt cag ccc 
Thr Lys Val Thr Val Leu Gly Gin Pro 
110 115 



192 



240 



288 



336 



384 



411 



<210> 66 
<211> 411 
<212> DNA 

<213> Homo sapiens 



<220> 
<221> CDS 
<222> (1).. (411) 
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<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 66 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg cat cag cag cag cca gag aag ggc cct egg 192 
Thr Tyr Thr He Glu Trp His Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ttg atg aaa ctt aag caa gat gga age cac age" aca ggt gat ggg 240 
Tyr Leu Met Lys Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 336 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 
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95 100 
acc aaa ctg acc gtc eta ggt cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 67 
<211> 411 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1) . . (411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 67 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gee tct gee tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gee teg gtc aag etc acc tgc acc ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 192 

ffifiE# 2003-3079275 



105 
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Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

ace ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 336 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 411 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 68 

<211> 411 

<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(411) 

<220> 

<221> ma_peptide 
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<222> (58).. (411) 
<400> 68 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 192 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 336 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 411 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
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110 115 

<210>69 
<211> 411 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1) . . (411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 69 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc acc tgc ace ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 



48 



96 



144 



192 



240 
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Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 70 
<211> 411 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1) . . (411) 

<220> 

<221> ma_peptide 
<222> (58) . . (411) 

<400> 70 

ffiiE# 2003-3079275 
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336 



384 



411 
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atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac ace att gaa tgg tat cag cag cag cca gag aag ggc cct agg 192 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

ace ate tec age etc cag tct gag gat gag get gac tat tac tgt ggt 336 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

ace aaa ctg ace gtc eta ggc cag ccc 411 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 71 

ffigE# 2003-3079275 
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<211> 411 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 71 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc ace ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac ace att gaa tgg tat cag cag cag cca gag aag ggc cct aag 192 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
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• He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 
65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 
95 100 105 

F 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 72 
<211> 411 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1). . (411) 

<220> 

<221> majpeptide 
<222> (58).. (411) 

<400> 72 

atg gec tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 
-15 -10 -5 



336 



384 



411 
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tct ttc tec cag ctt gtg ctg act caa teg ccc tct gec tct gec tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gee teg gtc aag etc ace tgc acc ttg agt agt cag cac agt 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 
15 20 25 



acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 192 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac ctg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Leu Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 336 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 384 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 411 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 73 
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<211> 411 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 73 

atg gcc tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 
Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 

-15 -10 -5 

tct ttc tec cag ctt gtg ctg act caa teg ccc tct gcc tct gcc tec 96 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gcc teg gtc aag etc ace tgc acc ttg agt agt cag cac agt • 144 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct aag 192 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Lys 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 240 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 288 
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He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 

<210> 74 
<211> 411 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1). . (411) 

<220> 

<221> ma_peptide 
<222> (58).. (411) 

<400> 74 

atg gee tgg act cct etc ttc ttc ttc ttt gtt ctt cat tgc tea ggt 48 

Met Ala Trp Thr Pro Leu Phe Phe Phe Phe Val Leu His Cys Ser Gly 
-15 -10 -5 
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384 



411 
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tct ttc tec cag ctt gtg ctg act caa teg ccc tct gee tct gee tec 
Ser Phe Ser Gin Leu Val Leu Thr Gin Ser Pro Ser Ala Ser Ala Ser 

-11 5 10 

ctg gga gee teg gtc aag etc ace tgc acc ttg agt agt cag cac agt 
Leu Gly Ala Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gin His Ser 

15 20 25 

acg tac acc att gaa tgg tat cag cag cag cca gag aag ggc cct agg 
Thr Tyr Thr He Glu Trp Tyr Gin Gin Gin Pro Glu Lys Gly Pro Arg 
30 35 40 45 

tac gtg atg gat ctt aag caa gat gga age cac age aca ggt gat ggg 
Tyr Val Met Asp Leu Lys Gin Asp Gly Ser His Ser Thr Gly Asp Gly 

50 55 60 

att cct gat cgc ttc tea ggc tec age tct ggg get gag cgc tac etc 
He Pro Asp Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Arg Tyr Leu 

65 70 75 

acc ate tec age etc cag tct gag gat gag get gac tat ate tgt ggt 
Thr He Ser Ser Leu Gin Ser Glu Asp Glu Ala Asp Tyr He Cys Gly 

80 85 90 

gtg ggt gat aca att aag gaa caa ttt gtg tac gtg ttc ggc gga ggg 
Val Gly Asp Thr He Lys Glu Gin Phe Val Tyr Val Phe Gly Gly Gly 

95 100 105 

acc aaa ctg acc gtc eta ggc cag ccc 
Thr Lys Leu Thr Val Leu Gly Gin Pro 
110 115 



96 



144 



192 



240 



288 



336 



384 



411 



<210> 75 
<211> 34 
<212> PRT 

<213> Homo sapiens 
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<400> 75 

Ala Val Ser Glu His Gin Leu Leu His Asp Lys Gly Lys Ser He Gin 

15 10 15 

Asp Leu Arg Arg Arg Phe Phe Leu His His Leu He Ala Glu He His 
20 25 30 

Thr Ala 

<210> 76 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence ".Synthetic DNA 
<400> 76 

cagatgcacc tgacgccctt 2 ^ 

<210> 77 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 77 

ffifE# 2003-3079275 
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cccagccgtg gttatcctgg a 



s<-v : 114/ 



21 



<210> 78 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

■I 

<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 78 

gtccaccaag aagctgagcg 20 

<210> 79 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 79 

ttggtgcaca gggccttgag 20 

<210> 80 
<211> 21 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 80 

caggaaaacc aggtctcgat g 

<210> 81 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence -.Synthetic DNA 
<400> 81 

ttgaggccct tagttgctat g 

<210> 82 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
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<400> 82 

agagtgctgc cccatctgcc caactgacct 

<210> 83 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 83 

cattactccc aactgggcgc caccagcctt 



<210> 84 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Synthetic DNA 
<400> 84 

cggactcgtc atactcctgc tt 
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<210> 85 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 85 

cactcttcca gccttccttc c 
[0 2 2 9] 

w&\&-% i - xnmn^um : 
@e^ij#-^2 -AJimm<om,m : ^j&dna 

E£iJ##3 -AXE^JOl&HJ : -S-J&DNA 
E?>J#-5§-4 -AXE^I^ : ^J&DNA 

e^j#-^ 5 - ATmn^mw : ^dna 

E^iJ#-^ 7 - AIE8IOS&91 : ^J&DNA 
E^iJ#"t 8 - ASLWtfWnm I ^DNA 
E?!)#^ 9 - AXE^ffc^ : -g-J&DNA 
WSM^IO- XXMSM<Otm I ^DNA 
E^J##11- AXE^iJ^ra : 
E^iJ#-^12-AXE?!lO^^ : -frJKDNA 
E^>J#-^13-AXE^Jom^ : -a-^DNA 
E^J#-^14-AXE^iJ<^^ : ^J&DNA 
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@e^ij#-^i6-Ax@B^iJom^ : -^J&DNA 

@E^J#-^17-AX@5^JO^ : ^J&DNA 
K^J#-^18-AXS5?iJom0J : ^J&DNA 
@e^iJ#-tl9-AX@B^J^^ : ^i&DNA 

mm^2o-Kj:mn<vmffl : ^j&dna 
ie^j#^-2i-Ax^ijom0J : ^j&dna 

SB^J#-t22-AX@£^JomB^ : ^J&DNA 

w^m^23-\j:mwmm : ^j&dna 

IS^iJ#-^24- AXiS^iJ^^ : -^J&DNA 
@fi^iJ#-t25-AXIS^jomHJ : <£-j£DNA 
lE^iJ#-^26- AXSS^iJ^ra : ^J&DNA 
®£^J#-^27- AXIE^t^ : ^J&DNA 

mm^s-Kunmnum : -b-j&dna 

@^J#H§-29-AX@B?!]<£>ift^ : -b-j&dna 
@E^iJ#-^30- AXK^iJ^m^ : ^j&dna 

mm^-si-A^Mn^wm : -b-j&dna 

IB^iJ#-^32- AXK^JomHJ : ^DNA 
@E^J#-^33- AXSfi^J^mHJ I ^DNA 
@5?iJ#-f-34-AX@E?iJOi&^ : ^DNA 
IB^J#-^35-AXSa^J^m,0J : £-J&DNA 
lS^J#-^36-AX@S^JomBJ : ^J&DNA 
@S^!l#-^37- AJlW,mv>MW *. ^J&DNA 
BS^iJ#-^38- AXSB^iJom^ : ^J&DNA 
@B^J#^39-AX@B^ijom^ : ^DNA 
1S^|J#^40- KILMWUm : ^DNA 
@fi^iJ#^-41-AXK?iJ^m^ : ^J&DNA 
@5^iJ#-^42-AXSe^iJ^m^ : -^J&DNA 
ia^J#-^43-AX@B^J^I^^ : -a-j&DNA 

ra#^-44-AX@e^J^m0^ : ^DNA 
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m^m^77- AJimwum : ^j&dna 

gS^iJ#-f-78-AX@S^JomB^ : ^DNA 
@E^iJ#-^79- AJLW>m<VMW : £-j£DNA 
IB?iJ#-5§-80-AXIB?iJ<t>1&^ : -^J&DNA 
@£?0#-5§-81- AX@B?iJ<£>ift^ : ^i&DNA 
@2^iJ#^82- AXIS?!)^^ : ^DNA 
IB^iJ#-f-83-AX@B^J^mB^ : ^DNA 

ib^ij#-^84- Axmmoum : ^dna 

Sfi?iJ#-^85-AXEe?iJO^ : ^JftDNA 

[mi] 

Hllt±, anti-PTHrP MoAbO«^fE^ ^-e^^o 
[122] 

III2&, anti-mrP MoAb^Smo^t^^i-^*^^^"^-3iaW^J (D 
EVD-CHO) <7)^J^: * yyy^lb&o 
[HI3] 

H3(i, ^i**>:/ny f-f >^<Oif&m&^1"o a)PARP> b)^n*^;<-l? 
-3. c)Bcl-2, d)Bax. e)n7^ type X> f)/?-7*?->; ^m^tfi^rfi& 
^ibanti-PTHrP MoAb^EO, 10, 30, 50, 100, 200 g/ml o 
[H4] 

H14f±. ifCn^-yvtype mfaZm^fzft&Mmik^^^-to A:*#k 
S> B:10/ig/ml anti-PTHrP MoAbjM. 0:100^ g/ml anti-PTHrP MoAb#k3> D-F 
:200//g/ml anti-PTHrP MoAbMI (A-D:20(tfg. E:400l&) 
[H5] 

EI5{i. TUNEL^-feO^^^-f o A:^3ffi> B:10/*g/ml anti-PTHrP MoAb#k 
i, C:100^g/ml anti-PTHrP MoAb#km> D-F:200^g/ml anti-PTHrP MoAb^S ( 
A-D:20Of§, E:400^. F:6004£) 
[HI 6] 
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0 6J±, anti-PTOrP MoAbM^^*^a*fflflS.^*5tt^>RT-PCR0^^^1- ( 
«$fctianti-PTHrP MoAbitE) o 
[HI7] 

m 7 (i> anti-FIHrP MoAb^S^L^^S^fla^^lt^DNA^ 5^>hT^ 
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[H4] 
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100 0 (*tg/ml) 



Bcl-2 



Bax 



Collagen 
typeX 

Collagen 
typell 



0 actin 



[0 7] 



200 10 0 <Mgfa»l) 
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